
審議結果報告書 

令 和 ７ 年 ３ 月 ４ 日 

医薬局医薬品審査管理課 

［販 売 名］ ラズクルーズ錠80mg、同錠240mg 

［一 般 名］ ラゼルチニブメシル酸塩水和物 

［申 請 者 名］ ヤンセンファーマ株式会社 

［申請年月日］ 令和６年４月８日 

［審 議 結 果］ 

令和７年２月 27 日に開催された医薬品第二部会において、本品目を承認して

差し支えないとされ、薬事審議会に報告することとされた。 

本品目は生物由来製品及び特定生物由来製品のいずれにも該当せず、再審査

期間は８年、原体及び製剤はいずれも劇薬に該当するとされた。 

［承 認 条 件］ 

医薬品リスク管理計画を策定の上、適切に実施すること。 
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1.  

1.1  

Ami Genmab Janssen Research & Development, LLC

EGFR MET EGFR

MET EGFR MET ADCC

 

Laz Genosco Oscotec EGFR

EGFR EGFR

 

Ami 2024 9 EGFR 20

 

 

1.2  

EGFR NSCLC Ami/Laz

NSCLC EDI1001

Ami/Laz 2019 4 EGFR
NSCLC MARIPOSA 2020 10

 

EU MARIPOSA EGFR
NSCLC Ami/Laz Ami Laz 2023 12

2024 8 EU 2024 11

EGFR NSCLC Ami/Laz

 
 

Ami 
RYBREVANT, in combination with lazertinib, is indicated for the first-line treatment of adult patients with locally 
advanced or metastatic non-small cell lung cancer (NSCLC) with epidermal growth factor receptor (EGFR) exon 19 
deletions or exon 21 L858R substitution mutations, as detected by an FDA-approved test. 

Laz 
LAZCLUZE, in combination with amivantamab, is indicated for the first-line treatment of adult patients with locally 
advanced or metastatic non-small cell lung cancer (NSCLC) with epidermal growth factor receptor (EGFR) exon 19 
deletions or exon 21 L858R substitution mutations, as detected by an FDA-approved test. 

 

EGFR NSCLC

NSC1001 MARIPOSA 2019 9

2020 12  

MARIPOSA EGFR
NSCLC Ami/Laz Ami Laz  

 

2.  

2.1 Ami 

 

 











 

8 

6 HER2 HER4 Laz  

 
IC50 nmol/L  

Laz Osi AZ5104  
HER2 1,017 78.6 44.7 46.8 
HER4 363.1 30.2 3.1 9.5 

EGFRL858R/T790M 3.7 4.5 2.4 18.6 
n 1 

 

EGFR NSCLC H2073 Ex19del EGFR

NSCLC PC9 L858R/T790M EGFR NSCLC H1975

EGFR Laz Osi AZ5104

IC50 7

 
 

7 NSCLC EGFR Laz  

 EGFR 
IC50 nmol/L  

Laz Osi AZ5104   
H2073  318.1 244.4 16.7 6.4 1,000 
PC9 Ex19del 2.7 4.8 2.3 2.3 15.7 

H1975 L858R/T790M 3.6 11.2 1 6.9 1,000 
n 1 

 

304 Laz HTRF

Laz 1 μmol/L 11 50%

IC50 8  
 

8 Laz  

  
%  

IC50  
nmol/L    

%  
IC50

nmol/L  
Axl 67 523 MARK1 99 100,000 

EGFR 86 76 Mer 71 225 
EGFRL858R 91  MLK1 97 17 31 

EGFRL861Q *1 86  RET 86 419 473 
EGFRT790M 101  RETV804L *2 96  

EGFRL858R/T790M 98 2 RetV804M *3 82  
Fer 85 118 154 RIPK2 53 155 

JAK3 50 917 Rsk3 59 575 
n 1 2 *1 EGFR 861 *2 RET 804

*3 RET 804  

 

3.2.1.1.2 in vivo CTD 4.2.1.1.9  

H1975 9 Laz 3 10 mg/kg QD 3

EGFR Laz

2 24 EGFR EGFR

AKT ERK1/2 Laz  

 

 
11  % 1 Laz Laz 100 
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3.2.1.2 CTD 4.2.1.1.1  

PC9 H1975 Laz Osi

3 7 EC50 9

 
 

9 EGFR NSCLC Laz  

 EGFR 
EC50 nmol/L  

Laz Osi   
PC9 Ex19del 14.7 31.7 2.3 35.6 

H1975 L858R/T790M 38.8 94.9 370.2 23,880.0 
n 1 

 

3.2.1.3  

3.2.1.3.1 in vitro CTD 4.2.1.1.1  

H2073 PC9 H1975 Laz Osi AZ5104

ATP GI50 10

 
 

10 EGFR NSCLC Laz  

 EGFR 
GI50 nmol/L  

Laz Osi AZ5104   
H2073  711.1 437.7 23.8 41.4 609.7 
PC9 Ex19del 4.7 8.5 2.3 2.3 9.9 

H1975 L858R/T790M 6.3 10.1 2.5 6.9 13,790.0 
n 1 

 

3.2.1.3.2 in vivo 

3.2.1.3.2.1 NSCLC  

3.2.1.3.2.1.1 Laz CTD 4.2.1.1.4 4.2.1.1.6 4.2.1.1.11  

PC9 10 Laz Osi

0 138 mm3 5

Laz 0.3 1 3 mg/kg Osi 3 mg/kg QD 25

Laz Osi 50 mmol/L 0.5%

1  
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1 PC9 Laz Osi
n 10 * p 0.05 Dunnett ** p 0.01

Dunnett *** p 0.001 Dunnett ### Osi p 0.001
t

H1975 6 12 Laz

200 mm3 Laz 1 3 10 mg/kg QD Laz

3 mg/kg BID 13 12

Laz 5%NMP

p 0.01 t

H1975 7

Laz Osi 0

13 Laz 1 3 10 mg/kg Osi 1 3 10 mg/kg QD 21

Laz Osi 50 mmol/L 0.5%

p 0.05 Dunnett

3.2.1.3.2.1.2 Ami/Laz CTD 4.2.1.1.17

H1975 10 Laz Ami

0 15 Laz

10 mg/kg QD Ami 10 mg/kg 2 21

29 Laz Ami Ami/Laz

0.5% Laz

p 0.0001 Ami p 0.0003 Ami/Laz p 0.0001 Dunnett

12 1 mg/kg QD 11 10
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Ami/Laz Ami 2 p

0.0001 Dunnett

2 H1975
Laz Ami Ami/Laz

n 10

HGF H1975 10 EGFR-TKI
13 Laz Ami

0 10 Laz 10 mg/kg QD Ami 10 mg/kg

2 21 28

Laz Ami Ami/Laz 0.5%

Laz p 0.0030 Ami p 0.0059 Ami/Laz p

0.0001 Dunnett Ami/Laz Laz Ami

3 p 0.0001 Dunnett

13 HGF MET MET EGFR-TKI
Br J Cancer 2019; 121: 725-37
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3 HGF H1975  
Laz Ami Ami/Laz  

n 10  

 

3.2.1.3.2.2 NSCLC CTD 4.2.1.1.5 4.2.1.1.10  

L858R EGFR pro-B Ba/F3 EGFR

A431 8

7 Laz Osi

 

 160 mm3 Laz 1 3 10 mg/kg Osi 1 3 10 mg/kg

QD 11 Laz Osi 0.5%

p 0.01 Dunnett

Laz 1 mg/kg Osi 1 mg/kg

p 0.01 t  

 27 Laz 1 3 10 mg/kg Osi 1 3 10 mg/kg QD 19

TGI14 Laz 9.9 51.4 83.7 Osi

18.2 72.6 101.3%  

 

3.2.2  

3.2.2.1 CTD 4.2.1.2.1  

80 Laz

5HT2B 5-HT Laz 1 μmol/L

50% Laz IC50 180 40 nmol/L  

5-HT 5-HT Laz

5-HT Laz IC50 110 nmol/L  

 
14  TGI % 1 Laz Osi 0.5%

100 
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240 mg QD Laz Cmax

8.2 nmol/L15 Laz Laz

 

 

3.2.3  

3.2.3.1 CTD 4.2.1.3.5  

8 Laz 25 50 100 mg/kg Laz

Irwin Laz  

 

3.2.3.2  

3.2.3.2.1 hERG CTD 4.2.1.3.1  

hERG CHO hERG Laz

Laz 1.0 2.5 4.8 9.3 μmol/L hERG n 3

25.5 0.5 31.3 1.6 59.8 2.1 53.2 1.3% IC50 5.3 2.0 μmol/L

 

 

3.2.3.2.2 CTD 4.2.1.3.2 GLP 4.2.1.3.3  

4 Laz 5 10 20 mg/kg PR QT

QTc QRS Laz Laz 20 mg/kg

19%  

Laz 20 mg/kg Laz Cmax

8.3 ng/mL 240 mg QD Laz Cmax 4.54 ng/mL 15

Laz

 

4 QT QRS QTpeak Tpeak-Tend

30 50 90% Laz 

1 3 10 30 μmol/L Laz 30 μmol/L Tpeak-Tend

 

240 mg QD Laz Cmax

8.2 nmol/L15 Laz

 

 

3.2.3.3 CTD 4.2.1.3.4  

8 Laz 25 50 79 100 mg/kg 1

Laz Laz 79 100 mg/kg

 

Laz 50 mg/kg Laz Cmax

8.33 ng/mL 240 mg QD Laz Cmax 4.54 ng/mL 15

 
15  NSC1001 NSCLC Laz 240 mg QD 22 Cmax 568 ng/mL

6.2.2.1.2 99.2% 4.2.2.2  



 

14 

Laz

 

 

3.2.R  

Laz

 

 

3.2.R.1 Laz Laz Ami/Laz  

Laz EGFR NSCLC

 

NSCLC EGFR Ex19del L858R 90%

2023 EGFR-TKI

EGFR T790M Transl Lung Cancer 

Res 2019; 8: S247-64 T790M EGFR-TKI NSCLC 50 60%

J Thorac Oncol 2016; 11: 2022-6 Clin Cancer Res 2013; 19: 2240-7  

Laz Ex19del L858R T790M EGFR

Clin Cancer Res 2019; 25: 2575-87 EGFR 3.2.1.1

EGFR NSCLC  

Laz Ex19del L858R/T790M NSCLC

3.2.1.3.2.1.1

T790M EGFR NSCLC Laz  

 

EGFR NSCLC Ami/Laz

 

Ami/Laz Ami Laz

3.2.1.3.2.1.2 Ami/Laz Ami Laz

 

 Laz Ami  

 Laz EGFR

 

 Ami EGFR MET

ADCC 6 8 14

350 mg  

 Laz MET Br 

J Cancer 2019; 121: 725-37 Ami MET Laz

 

 

Laz EGFR-TKI

Osi  

Laz EGFR-TKI  
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 Laz Osi T790M EGFR

3.2.1.1.1 Cancer Discov 2014; 4: 1046-61  

 EGFR

EGFR Ex19del L858R EGFR

L858R/T790M Ex19del/T790M EGFR

Cancer Discov 2014; 4: 1046-61 Laz Osi EGFR

EGFR Ex19del L858R EGFR

L858R/T790M Ex19del/T790M EGFR

3.2.1.1.1  

 Laz Osi EGFR HER2 HER4

Osi Laz HER2 HER4

3.2.1.1.1  

 

 

Ami/Laz EGFR NSCLC

Ami EGFR MET

 

 

4.  

4.1 Ami 

 

 

4.2 Laz 

Laz  

Laz PK Laz

 

Laz LC-MS/MS 1 10 ng/mL16

27.4 127.9 ng Eq./g17  

 

4.2.1  

4.2.1.1  

Laz 0.3 1 3 mg/kg Laz 0.3 1 3 10 mg/kg

Laz 11 Laz

Laz BA 57.8 77.7%  
 

 
16  1 ng/mL 10 ng/mL  
17  Laz 8 12 24 48 72 120 336 27.4 ng Eq./g 1 2 4 6

168 127.9 ng Eq./g  



 

16 

11 Laz PK  

  
mg/kg  n Cmax 

ng/mL  
tmax* 

h  
AUCinf 

ng h/mL  
t1/2 
h  

CL 
mL/h/kg  

Vss 
mL/kg  

BA 
%  

 
0.3 3   580 27.8 7.2 2.0 518 25.0 3,710 718  
1 4   2,301 279 7.2 1.1 440 54.3 2,861 453  
3 4   6,951 1,925 7.4 0.7 453 102 2,931 459  

 

0.3 4 67.0 28.1 1.0 0.5, 1.0  341 48.7 8.3 1.7   57.8 
1 4 311 29.6 1.0 1.0, 2.0  1,941 410 11.0 1.1   77.7 
3 4 835 175 1.0 1.0, 2.0  5,498 1,440 10.1 4.0   73.2 
10 4 2,387 558 1.5 1.0, 2.0  15,714 2,449 8.4 4.1   64.5 

* ,  

 

Laz 30 mg/kg Laz 12 Laz PK

 
 

12 Laz PK  

 Cmax 
ng/mL  

tmax* 
h  

AUCinf 

ng h/mL  
t1/2 
h  

 7,356 1,623 1.0 0.5, 4.0  70,985 15,343 11.5 1.8 
 8,852 1,266 2.0 0.5, 2.0  67,526 13,902 13.0 1.9 

n 3 * ,  

 

4.2.1.2  

Laz 2 4 8 mg/kg QD 13 Laz

13 Laz Laz PK

 
 

13 Laz PK 13  
 
 

 
mg/kg   n Cmax 

ng/mL  
tmax* 

h  
AUC24h 

ng h/mL  

1 

2 
 3 540 46.5 1.00 1.00, 1.00  2,960 112 
 3 376 102 1.00 1.00, 1.00  2,180 273 

4 
 3 654 460 1.00 1.00, 4.00  4,610 2,220 
 3 625 96.1 1.00 1.00, 1.00  4,310 371 

8 
 5 1,350 364 1.00 1.00, 1.10  10,300 1,630 
 5 805 207 1.00 1.00, 4.00  9,330 1,620 

85 

2 
 3 280 23.4 1.00 1.00, 1.00  3,380 837 
 3 219 29.6 2.00 2.00, 2.00  2,400 434 

4 
 3 520 172 1.00 1.00, 1.00  5,780 1,720 
 3 520 56.6 1.00 1.00, 2.00  5,500 1,020 

8 
 4 975 176 2.00 1.00, 4.00  14,600 2,080 
 4 897 257 1.50 1.00, 2.00  11,700 1,180 

* ,  

4.2.1.3 in vitro  

Caco-2 Laz Laz 10 μmol/L Papp A B 2.90

10 6 cm

Papp A B 0.53 10 6 32.04 10 6 cm Laz
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4.2.2  

4.2.2.1  
14C 10 mg/kg

8

116,00018 102,00019 47,000 39,900 39,400 26,800 18,200 17,700 16,200

15,700 15,500 14,000 13,400 11,600 11,500 10,500 8,110 4,000 ng Eq./g

526 ng Eq./g 336

40,819 ng Eq./g

 

Laz Laz

Laz 7.R.3.6

7.R.3.10  

 

4.2.2.2  

Laz 1 10 μmol/L 37 4

Laz

Laz 99.1 99.7 99.0 99.6 99.5 99.8 98.4

99.6 99.1 99.7%  

43 mg/mL α1- 0.5 2 mg/mL Laz 0.3 3 μmol/L

37 6 Laz α1-

α1- 0.5

1 2 mg/mL Laz 94.1 94.9 72.0 74.0 83.0 86.0 91.9

92.5%  

 

4.2.2.3  

Laz 0.5 μmol/L 37 60

Laz Laz

0.991 0.955 1.42 1.75 1.15

Laz  

 

4.2.2.4  

Laz

5.2.5 Laz

 

 
18  14C 6 8 24 72

 
19  14C 1
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4.2.3  

4.2.3.1 in vitro 
14C 10 μmol/L 37 6 20 Laz

M11 M12 M14
14C 10 μmol/L CYP3A

37 6 Laz CYP3A

21%  

Laz  

 CYP 1A1 1A2 2A6 2B6 2C8 2C9 2C19 2D6 2E1 3A4 3A5

Laz 1 μmol/L NADPH 37 2 Laz

CYP Laz CYP1A2 2A6 2C9 2E1

3A4 2.38 1.72 3.46 1.72 88.4% CYP

1%  

 GST GST A1-1 GST P1-1 GST M1-1 14C 10 μmol/L

37 2 21 Laz CLint

GST A1-1 GST P1-1 GST M1-1 Laz CLint 0.12 0.13

5.13 μL/min/μg  

 

Laz CYP3A GST M1-

1  

Laz CYP3A 6.R.2 CYP3A

 

 

4.2.3.2 in vivo 
14C 10 mg/kg

 

 48

AUClast 49% 24

M14 0.65% 48

M14 M15

8.93 9.24 5.62%  

 48 M14

9.44% 0.04%  

 

 
20  4  
21  GST M1-1 60  
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4.2.4  

4.2.4.1  
14C 10 mg/kg

168 3.54 102.2%

48

4.38 23.9 60.0% Laz

 

 

4.2.4.2  

Laz Laz 554.7

logP 4.0 Laz  

 

4.2.5  

4.2.5.1  

Laz

Laz Cmax 9.3 nmol/L22

30 7 23 0723 4

Laz CYP3A UGT1A1

 

 Laz 0.04 30 μmol/L CYP 1A2 2B6 2C8 2C9 2C19 2D6

3A 23 NADPH CYP Laz

Laz CYP2C9 2C19 3A

IC50 17.3 26.3 5.1824 μmol/L CYP

Laz  

 Laz 0.04 30 μmol/L NADPH CYP

1A2 2B6 2C8 2C9 2C19 2D6 3A 23 CYP

Laz Laz CYP3A

CYP Laz

Laz 0.1 75 μmol/L NADPH

CYP3A KI

kinact 17.1 μmol/L 0.0243 min 1  

 Laz 0.1 500 μmol/L UGT 1A1 1A6 2B7 25

 
22  NSC2001 Laz 240 mg QD 22 Laz Cmax

6.2.2.2.1 4.2.2.2 0.01  
23  CYP1A2 2B6 2C8 2C9 2C19 2D6

S- CYP3A
 

24  CYP3A IC50 IC50 8.07 μmol/L
 

25  UGT1A1 2B7 UGT1A6
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UDPGA UGT Laz

Laz UGT1A1 1A6 IC50 1.63

20226  μmol/L UGT Laz

 

 

4.2.5.2  

Laz 0.03 8 μmol/L 72 CYP 1A2 2B6 3A4

mRNA Laz CYP1A2 2B6 3A4 mRNA
27 8.8 46 12.6% CYP1A2 2B6 3A

40 21 3.6%  

Laz Laz

Cmax 9.3 nmol/L22 6 11 27

1127 2 Laz CYP1A2 3A4

 

 

Laz CYP3A 6.2.2.3

6.R.3 CYP3A BCRP OCT1  

 

4.2.5.3  

Laz P-gp  

 P-gp MDCK P-gp Laz 1 μmol/L

Laz efflux ratio P-gp valspodar 10 μmol/L

1.36 3.23  

 BCRP MDCK BCRP Laz 0.1 10 μmol/L

BCRP BCRP Laz efflux ratio

0.70 1.61  

 BSEP MRP2 MRP4 HEK293

Laz 0.1 100 μmol/L28

ATP ATP Laz 2

 

 ASBT OATP1B1 OATP1B3 OAT1 OAT3 OCT1 OCT2 HEK293

MATE1 MATE2-K MDCK

Laz 0.05 50 μmol/L

Laz 2  

 

 
26  UGT1A6 IC50 Laz

 
27  CYP1A2 2B6 3A4 0.5 100 μmol/L 5

1,000 μmol/L 0.1 20 μmol/L  
28  MRP4 1 10 μmol/L  
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Laz

Laz Cmax 9.3 nmol/L22

30 7 23 0723 4

Laz OCT1 BCRP

 

 P-gp MDCK 5 μmol/L Laz 10 

μmol/L P-gp efflux ratio Laz

11.0 22.5  

 BCRP BSEP MRP2 MRP4 HEK293
29 Laz 0.05 100 μmol/L30

Laz BCRP BSEP MRP4 IC50

0.25 5.00 12.5 μmol/L MRP2 Laz

 

 ASBT OATP1B1 OATP1B3 OAT1 OAT3 OCT1 OCT2 HEK293

MATE1 MATE2-K MDCK
31 Laz 0.041 30 μmol/L Laz

OATP1B1 OATP1B3 OCT1 OCT2 MATE1 MATE2-K

IC50 8.26 17.7 0.31 13.41 5.79 3.16 μmol/L

Laz  

 

OCT1 BCRP 6.2.2.3

6.R.3 CYP3A BCRP OCT1  

 

4.2.R  

Laz

 

 

4.2.R.1 Laz  

Laz  

in vitro Laz UGT1A1 CYP1A2

4.2.5.1 4.2.5.2 PBPK

Laz UGT1A1 CYP1A2

UGT1A1 CYP1A2

Laz  
 

29  BCRP BSEP MRP2 MRP4 -3- 1 μmol/L 0.2 μmol/L
-17β- 100 μmol/L 0.5 μmol/L

 
30  BCRP MRP4 0.05 40 μmol/L BSEP MRP2 0.14 100 μmol/L  
31  ASBT OATP1B1 OATP1B3 OAT1 OAT3 OCT1 OCT2 MATE1 MATE2-K

5 μmol/L -17β- 1 μmol/L
-8 1 μmol/L 5 μmol/L 1 μmol/L 10 μmol/L
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in vitro Laz P-gp 4.2.5.3

MARIPOSA P-gp

P-gp Laz

 

 

 

UGT1A1 CYP1A2 P-gp Laz

in vitro Laz

 

 

5.  

5.1 Ami 

 

 

5.2 Laz 

Laz  

 

5.2.1  

14

Laz

2,000 mg/kg 20 mg/kg  
 

14  

  
 

 
mg/kg/    

mg/kg/  
 

CTD 
 

Sprague 
Dawley  

 0*1 200 600 2,000 200  
2,000 *3 2,000 4.2.3.1.1 

 
Sprague 

Dawley  
 0*2 20  20 4.2.3.1.2 

*1 0.5% 50 mmol/L pH 3.0 3.2 *2 50 mmol/L
pH 2.0 *3 8 2,000 mg/kg  

 

5.2.2  

4 13 15

4 13
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Laz EGFR

 

 
EGFR Laz

 

 2

Can Vet J 2004; 45: 860-2 J Am Anim Hosp Assoc 1995; 31: 29-33 Jubb, Kennedy, and 

Palmer’s Pathology of Domestic Animals. Elsevier; 2007. p498-50 EGFR

 

 

13 25 mg/kg/

13

Laz AUC24h 11,600 ng h/mL

17,500 ng h/mL 32 1.8 2.7  
 

15  

 
32  NSC2001 Laz 240 mg QD 22 AUC24h 6,542 ng

h/mL 6.2.2.2.1  

  
 

 
 

 
mg/kg

/  
 

 
mg/kg/

 

 
 

CTD 

 
 

Sprague 
Dawley  

 

4  
 
 

2  

0*1 25
50
100/75*2 

 
100/75 1 15  

 
 

 
25 AST A G

ALT
 

50

 
100/75

25 4.2.3.2.3 



 

24 

  
 

 
 

 
mg/kg

/  
 

 
mg/kg/

 

 
 

CTD 
pH

MCV MCHC
 

*5 
100/75 A/G

 

 
 

Sprague 
Dawley  

 

13  
 
 

8  

0*3

12.5*4

25*4

50*4 

 
50  3/15  

A/G
ALT AST

 
 

 
12.5 AST

ALT  
25 A/G

 
50

MCH

 

25 4.2.3.2.5 

*5 
50  

 
 

 

 

4  
 

 
2  

0*1 5
10 20 

 
20 1/5  

 
 

 
5

A/G
*6

 
10

*6

*8 4.2.3.2.8 



 

25 

 

5.2.3  

Ames

16  
 

  
 

 
 

 
mg/kg

/  
 

 
mg/kg/

 

 
 

CTD 
GALT

 
20

GALT  
 

 
 

 

 

13  
 

 
8  

0*3 2*4

4*4 8*4 

 
8 1/5  

ALP

 
 

 
2  

4 A/G *7

*7  
8

 

*8 
2 

4.2.3.2.9 

 
8

 
*1 0.5% 50 mmol/L pH 3.0 3.2 *2 21 100 mg/kg
75 mg/kg *3 0.5% *4 *5

*6 20 mg/kg *7 8 mg/kg *8  
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16  

   
    

CTD 

in vitro 

Ames  

 
TA98 TA100
TA1535 TA1537 

WP2uvrA 

S9  0*1 2.5 8 23 70 200 μg/plate  

4.2.3.3.1.1 
S9  0*1 2.5 8 23 70 200 μg/plate  

 
 CHL  

S9  
6  0*1 0.5 1 2 3 4 μg/mL  

4.2.3.3.1.2 
S9  

6  0*1 5 10 12.5 15 16 μg/mL  

S9  
22  0*1 0.25 0.5 1 2 2.5 μg/mL  

in vivo  

 
Sprague Dawley  

2 1
 

 

 0*2 500 1,000 2,000 mg/kg  4.2.3.3.2.1 

*1 DMSO *2 0.5% 50 mmol/L pH 3.0 3.2  

 

5.2.4  

Laz

 

 

5.2.5  

17  

Laz 30 mg/kg

30 mg/kg

45 mg/kg Laz AUC24h 11,100 ng

h/mL 3,240 ng h/mL 32 1.7 0.5

 

Laz 3 33

 
 

 
33  5 2 16 0216

1 0216 1 NSC2001 Laz 240 mg QD
1 t1/2 64.7 6.2.2.2.1 5 323.5  
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17  

 
   

 

 
 

*1 
mg/kg/

 
 

 
mg/kg/

 

 
CTD 

 

Sprague 
Dawly  

 

29

 

15
7

 

0*2 7.5
15 30 

 
30

*3

 
 

 
30 *4

 

30 
 

15 

4.2.3.5.1.1. 

 

 
 

Sprague 
Dawley  

 

6
17  

(1 / ) 

21  

0*2 7.5
30 60 

 
7.5  
30  

60  
 

 
60  

30 
 

30 

4.2.3.5.2.2 

 
 

NZW   

7
19 (1

/ ) 

29  

0*2

5 25 45 

 
 

45 5/23  
 

 
 

25  
45  
 

 
45 *5 *7 *6 *7 

25 
 

 
45 

4.2.3.5.2.4 

*1 *2 0.5% *3
*4 1/22 1 30 mg/kg

*5 *6
*7  

 

5.2.6  

5.2.6.1  

Laz 290 700 nm

18 Laz

 
 

18  

     
CTD 

in vitro BALB/c 3T3  

0*1 7.81 15.63 31.25 62.5 125 250
500 1,000 μg/mL 
UVA 5 J/cm2  

PIF 1 MPE 0.031
0.006 

 
4.2.3.7.7.1 

in vivo  
Long-Evans  

0*2 25 50 75 mg/kg 6
 

UVA 10 J/cm2 UVB 145 J/cm2

*3 
NOAEL 50 mg/kg 4.2.3.7.7.2 

*1 *2 0.5% *3 75 mg/kg
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 EGFR

Oncol Nurs Forum 2016; 43: 235-43 EMBO J 1998; 7: 719-31 Laz EGFR

 

 
ILD 7.R.3.3 7.R.3.5

7.R.3.6 7.R.3.7 7.R.3.8 7.R.3.9

7.R.3.10 ILD

EGFR-TKI Laz

ALT AST Laz

7.R.3.1 Laz  

 
7.R.3.1

Laz  

 

5.2.5 Laz

 

 

 

EGFR Laz

Laz

7.R.3.3 ILD 7.R.3.5

7.R.3.6 7.R.3.7 7.R.3.8

7.R.3.9 7.R.3.10

 

 

6.  

6.1 Ami 

Ami Laz

6.2.2.1  

 



 

30 

6.1.1  

6.1.1.1  

MARIPOSA Ami/Laz Ami

Ami PPK 34  

 

6.1.1.1.1  

Ami 1 8 2 1 1

Cavg PFS Ami PFS

 

 

6.1.1.1.2  

Ami Ceoi 1 Cavg ILD

Grade Grade 3 Grade Grade 3

Ami Ceoi Grade Grade 3 infusion 

reaction Ami

Ami ILD

Grade Grade 3 infusion reaction

 

 

6.2 Laz 

6.2.1  

Laz Laz PK 21

G004 80 mg G005 240 mg

12 2 14

64  
 

21  
  

G001 80 mg  EDI1001 b NSC1001
101 NSC1009 NSC2001  

G002 80 mg  
EDI1001 b NSC1001

MARIPOSA NSC1002 NSC1003 NSC1006
NSC1007 NSC1008 NSC1009 301  

G004 80 mg  
G005 240 mg  NSC1006 NSC1009  

 

Laz LC-MS/MS 1.00 ng/mL  

 

 
34  Ami PK 1,327 27,053 PPK

NONMEM Version 7.4.3 PPK
EDI1001 Ami Ami/CP PAPILLON

Ami PK PPK EDI1001 Ami Ami/Laz
b NSC1001 MARIPOSA
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6.2.1.1  

6.2.1.1.1 CTD 5.3.1.2.3 NSC1009 2023 1 4  

64 35 PK 64 G002 G001 G004 G005

4

Laz 240 mg 36 14 21

 

G002 G001 G004 G005 Laz Cmax

AUClast 90%CI 1.01 0.950, 1.07 1.01 0.962, 1.06 1.03

0.965, 1.10 1.02 0.970, 1.07 1.10 1.02, 1.18 1.07 1.01, 1.13

0.80 1.25  

G002 G001 G004 G005

 

 

6.2.1.1.2 CTD 5.3.1.1.1 101 2018 7 8  

24 PK 24 Laz PK

2 2 Laz 240 mg 36

37 30 21  

Laz Cmax AUClast 90%CI

0.934 0.827, 1.05 1.14 1.07, 1.22 Laz tmax

2 3.5 438  

Laz PK Laz

 

 

6.2.1.1.3 Laz PK pH  

NSC2001 PK

H2 Laz

pH Laz pH

Laz PK  

 

6.2.2  

6.2.2.1  

6.2.2.1.1 39 CTD 5.3.5.2.4 EDI1001 Ami/Laz 2016 5

2022 11 15  

EGFR NSCLC 108 PK

108 Laz PK

 
35  A B C D 16  
36  10 4  
37  800 1,000 kcal 50%  
38  3.5 4.0  
39  Ami Ami/Laz  
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Ami 40 Laz 240 mg QD Laz

Ami  

Ami Laz Ami PK 22 23

 
 

22 Laz PK  

  Cmax 

ng/mL  
tmax* 

h  
AUC24h 

ng h/mL  
1 11 539 151 2.02 1.85, 4.12  4,324 1,419 

22 15 573 186 3.97 0.93, 7.90  7,341 2,835 
* ,  

 
23 Ami PK  

    

μg/mL  
Cmax 

μg/mL  
tmax*1 

h  
AUC*2 

μg h/mL  

80 kg  
1 1  16  444 95.3*3  37,365 7,631 
2 1  14 295 94.4 859 297 4.31 2.37, 25.4  137,967 36,267*4 
4 1  10 140 57.4 642 168 4.31 2.32, 26.0  91,073 25,912*5 

80 kg *6 
2 1  11 285 43.9    
4 1  11 163 43.0    

*1 , *2 1 1 AUC168h 2
AUCtau *3 350 mg 1 1 2 2

Cmax *4 13 *5 9 *6 1 1 PK  
 

Ami 100

 

 

6.2.2.1.2 41 b CTD 5.3.5.2.1 NSC1001

b 2019 9 2022 11 15  

 Laz  

EGFR NSCLC 12 PK

12 Laz PK

Laz 160 240 320 mg QD Laz

 

Laz PK 24 Laz 240 mg QD Laz
42 3.05  

 

 
40  1 2 Ami 1 1

350 mg 1 2  
 4 1 Ami 80 kg 700 mg 80 kg 1,050 mg

80 kg 1,050 mg 80 kg 1,400 mg 1 QW 2
Q2W  

 4 1 Ami 80 kg 1,050 mg 80 kg 1,400 mg 1
QW 2 Q2W  

41  b b  
42  1 AUC24h 22 AUC24h  
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24 Laz PK  

   Cmax 

ng/mL  
tmax*1 

h  
AUC24h 

ng h/mL  

160 mg QD 
1 

3 
560 146 3.95 1.87, 4.02  3,887 1,017 

22 675 122 3.97 1.95, 4.03  9,727 1,661 

240 mg QD 
1 

5 
451 260 2.07 1.98, 7.98  3,360 1,314 

22 568 200 3.88 1.97, 8.05  9,293 950*2 

320 mg QD 
1 

3 
853 174 3.85 1.93, 3.95  7,976 3,137 

22 1,760 236 3.93 3.92, 3.98  27,684 6,394 
*1 , *2 4  

 

 b Ami/Laz  

EGFR NSCLC 6 PK

6 Laz PK

Ami 43 Laz 240 mg QD Laz

 

Laz PK 25 Ami/Laz Laz

Laz 240 mg Laz

 
 

25 Laz PK  
Ami  

mg    Cmax 

ng/mL  
tmax* 

h  
AUC24h 

ng h/mL  

1,050 
1 

3 
408 116 2.00 1.00, 7.85  4,256 351 

22 612 176 2.00 1.02, 8.05  7,226 2803 

1,400 
1 

3 
608 199 1.95 1.90, 3.85  5,446 865 

22 694 458 4.07 3.97, 7.93  7,727 4,194 
* ,  

 

6.2.2.2  

6.2.2.2.1 CTD 5.3.4.2.1 NSC2001 2017 2

2021 1 8  

EGFR NSCLC 181 PK 176

Laz PK Laz 20

320 mg QD Laz  

Laz PK 26 Laz 240 mg QD Laz
42 2.36 Laz 15 Laz  

 

 
43  4 1 Ami 1,050 1,400 mg 1 QW 2

Q2W 1 1 350 mg 1 2
 



 

34 

26 Laz PK  

  
  Cmax 

ng/mL  
tmax* 

h  
AUC24h 

ng h/mL  
t1/2 
h  

20 mg QD 
1 3 16.3 9.68 1.97 1.97, 4.00  142 53.1 17.5 8.33 
22 3 31.8 22.6 2.03 1.05, 3.97  347 204  

40 mg QD 
1 6 43.5 22.1 2.03 2.02, 4.00  362 126 58.8 29.8 
22 24 74.7 34.7 2.04 1.03, 10.1  925 374  

80 mg QD 
1 6 119 45.0 2.04 1.00, 6.03  914 259 79.6 23.3 
22 19 187 93.5 2.07 1.00, 8.00  2,430 1,099  

120 mg QD 
1 6 204 83.9 2.05 1.02, 5.95  1,517 351 68.5 21.1 
22 23 252 116 2.05 0.97, 6.07  3,145 1,341  

160 mg QD 
1 6 179 60.9 4.09 2.03, 10.2  1,630 430 59.9 14.8 
22 15 361 151 2.08 1.05, 8.03  4,814 1,658  

240 mg QD 
1 4 434 126 1.99 1.98, 4.00  2,866 973 64.7 21.2 
22 20 517 222 2.06 1.92, 6.17  6,542 3,227  

320 mg QD 
1 5 325 156 2.00 1.93, 2.17  2,622 701 101 81.5 
22 4 614 201 3.09 2.03, 8.13  7,880 1,825  

* ,  

 

6.2.2.2.2 CTD 5.3.3.1.1 NSC1004 2020 12 2021 3  

8 PK 8
14C 240 mg

 

24 M12 M14

M15

GSTM1 GSTM1 44

41.0 23.6 12.3 8.04% 49.3 19.6 9.06 6.57%  

696

3.54 86.2% 48 336

GSTM1 GSTM1 0.13 5.04% 0.18

2.50% M14 GSTM1

GSTM1 13.9 11.9%  

 

6.2.2.3 CTD 5.3.3.4.1 NSC1003 2020 9 2021 1 CTD 5.3.3.4.2

NSC1008 2021 9 2022 2  

Laz

27 28  
 

 
44  in vitro Laz GST M1-1 4.2.3.1

GSTM1 GSTM1 Laz Laz PK  



 

35 

27 Laz PK Laz  

 Laz  
   

 

 
 
 

 
90%CI  

 
Cmax AUClast 

NSC1003 

1 12  
160 mg QD 

 
CYP3A  

8 16
200 mg QD 15/15 1.19 

1.08, 1.30  
1.46 

1.39, 1.53  
1 19

240 mg QD 
 

CYP3A  
8 22
600 mg QD 16/16 0.282 

0.232, 0.343  
0.162 

0.138, 0.191  

 
28 Laz PK Laz  

 Laz  
   

 

 
 
 

 
90%CI  

 
Cmax AUClast 

NSC1008 5 14  
160 mg QD 

 
CYP3A  

1 13  
2 mg QD 19/19 1.39 

1.23, 1.58  
1.47 

1.34, 1.60  
 

BCRP  
1 13  

10 mg QD 19/19* 2.24 
1.82, 2.76  

2.02 
1.70, 2.40  

 
OCT1  

1 13  
500 mg QD 19/19 0.809 

0.716, 0.913  
0.943 

0.835, 1.07  
* AUClast 18/18 

 

6.2.2.4 Laz PK CTD 5.3.3.3.1 NSC1007

2021 11 2022 7  

8 Child-Pugh B 8 PK

8 Laz PK
45 Laz 160 mg Laz

 

Cmax AUCinf 90%CI

0.796 0.608, 1.04 1.03 0.827, 1.29  

6 Laz

0.57 1.08 0.58 1.07%  

 

6.2.2.5 Laz  

Laz PK

 

Laz

 

 Laz 6.2.2.2.2  

 PPK 6.2.2.7 Laz

 

 46 553

 
45  Laz

 
46  CrCL mL/min 90 60 90 30 60 15 30

 



 

36 

699 123 Laz 240 mg QD Laz Cmax,ss AUC24h, 

ss 90%CI 1.03 0.998, 1.06 1.04 0.984, 1.10

1.03 0.993, 1.07 1.07 1.01, 1.14  

 MARIPOSA Ami/Laz

 

 46 237

263 20 Grade 3

Laz Laz Laz

8.0 8.6 5.0% 45.1 53.4 55.0%

72.6 76.7 90.0% 19.0 21.5 25.0% 69.6 71.2 85.0% 41.8 41.7

45.0%  

 

6.2.2.6 QT/QTc  

NSC2001 Laz 243

Laz ΔQTcP

Laz ΔQTcP Laz 240 mg QD

Cmax 473 ng/mL ΔQTcP 90%CI 5.83 ms

 

Laz Laz QT/QTc

 

 

6.2.2.7 PPK  

EDI1001 b NSC1001

MARIPOSA NSC2001 301

Laz PK 1,389 14,936 47 PPK

NONMEM Version 7.4.3 Laz PK 0 1

2-  

CL/F V2/F CL/F V2/F

CrCL ALT AST ALP
46 48 ECOG PS EGFR

GSTM1 Ami CL/F
 

47  ,  
61.2 28.5, 122 kg 63 21, 88 CrCL 78.9 19.8, 343 mL/min 41 21.0, 53.8 g/L

ALT 17 2.00, 163 U/L AST 21 4.00, 97.0 U/L ALP 92 19.0, 3.420 U/L 525 864
415 931 89 43

81 1,271 37 556 706 124
3 1,245 142 2 ECOG PS 0 420 1 969 EGFR

Ex19del 766 L858R 450 173 58 15 98 1,216
2 0 658 1 193 2 242 3 141 4 155 569
820 GSTM1 257 336 796 479

890 20 Ami 932 457  
48  NCI-ODWG  
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V2/F

GSTM1

 

 Laz
49 Laz PK

 

 GSTM1 GSTM1 Laz Cmax,ss AUC24h, ss

90%CI 0.657 0.631, 0.684 0.564 0.539, 0.591

Laz 6.2.2.8.1 GSTM1

GSTM1
50 GSTM1 Laz PK

 

 

6.2.2.8  

MARIPOSA Ami/Laz Laz

Laz PPK 6.2.2.7  

 

6.2.2.8.1  

Laz 1 Cavg 1 Ctrough Cavg 2 1 Cavg

PFS Laz PFS

 

 

6.2.2.8.2  

Laz Cmax 1 Cavg ILD

Grade Grade 3 Grade Grade 3

Laz Cmax 1 Cavg

Laz 1

Cavg 1 Grade 2 4

2 4  

 

6.2.2.9 PK  

Laz PK

 

 b NSC1001 NSC2001

 
49  

Laz Cmax,ss AUC24h, ss 0.830 0.848 1.21 1.21 0.917
0.886  

50  MARIPOSA Ami/Laz Grade 3
Laz Laz Laz
GSTM1 GSTM1 4.7 9.9% 43.8 53.4% 74.2 77.0% 15.6

23.6% 70.3 73.9% 43.0 47.2%  
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MARIPOSA Ami/Laz Laz 240 mg QD

Laz PK 29 30  
 

29 Laz PK  

  
   Cmax 

ng/mL  
tmax*1 

h  
AUC24h 

ng h/mL  

NSC1001 
1 

 
5 451 260 2.07 1.98, 7.98  3,360 1,314 

22 5 568 200 3.88 1.97, 8.05  9,293 950 *2 

NSC2001 
1 

 
4 434 126 1.99 1.98, 4.00  2,866 973 

22 20 517 222 2.06 1.92, 6.17  6,542 3,227 
*1 , *2 4  

 
30 Laz PK  

    Ctrough 

ng/mL  

MARIPOSA 

29 
 24 231 101 
 293 231 138 

57 
 16 279 133 
 245 214 125 

113 
 12 235 113 
 216 220 129 

 
 

 PPK Laz CL/F

Laz 6.2.2.7  

 

6.R  

Laz

 

 

6.R.1 Laz  

Laz  

NSC1007 6.2.2.4

Laz

Laz

MARIPOSA  

 

 

Laz  

Laz Laz

6.2.2.2.2 Laz

Laz
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6.R.2 CYP3A  

Laz CYP3A

 

 CYP3A  

CYP3A Laz

CYP3A  

 NSC1003 Laz CYP3A

Laz Cmax AUCinf 1.19 1.46

6.2.2.3 Laz NSC1002

NSC1006 NSC1009 Cmax 33.8 41.1% AUCinf 30.0

52.1%  

 MARIPOSA Ami/Laz CYP3A
51  

 30 7 23

0723 4 CYP3A Laz AUClast

CYP3A 2/5 Laz CYP3A

Laz AUClast 1.18  

 

 CYP3A  

NSC1003 Laz CYP3A

Laz Cmax AUCinf 0.282 0.162 6.2.2.3

Laz CYP3A

Laz CYP3A

 

 

Laz CYP3A 4.2.3.1 CYP3A

Laz 6.2.2.3 CYP3A Laz

PK PBPK 52  

Laz CYP3A Laz Cmax AUCtau

31  

 
51  MARIPOSA Ami/Laz Grade 3

Laz Laz Laz
CYP3A CYP3A CYP3A

8.2 7.1% 47.5 55.4% 74.0 80.4% 21.8 12.5% 70.9 73.2% 41.8
39.3%  

52  PBPK Simcyp version 21 Laz 1st order absorption
minimal PBPK Laz CYP3A GSTM1

101 NSC1002 NSC1003 NSC2001 in vivo
GSTM1 GSTM1 28 49% GSTM1

32% CYP3A Simcyp
CYP3A Clin Pharmacokinet 2016; 55: 735-49  



 

40 

 

31 CYP3A Laz PK  

  GSTM1  
*1 

Cmax AUCtau*2 

CYP3A  

*3 
 0.28 0.18 

 0.28 0.15 

*4 

 0.56 0.42 
 0.44 0.27 

CYP3A  
 0.68 0.56 

 0.56 0.41 
*1 Laz CYP3A *2 AUC120h *3 NSC1003

6.2.2.3 *4 Laz 240 mg QD  

 

PBPK Laz

Laz Laz
53 Laz

Laz NSC1003

32 PBPK CYP3A

 
 

32 Laz PK  

GSTM1  
Cmax *1 AUC120h *1 

*2 *3 *2 *3 
 0.58 0.28 0.43 0.18 

 0.54 0.28 0.35 0.15 
*1 Laz *2 Laz 240 mg

*3 NSC1003 6.2.2.3  

 

Laz CYP3A  

PBPK Laz CYP3A

PBPK CYP3A

CYP3A

Laz

CYP3A  

 MARIPOSA Ami/Laz Laz

6.2.2.8.1  

 MARIPOSA Ami/Laz CYP3A 54 CYP3A

PFS 33  
 

 
53  101 NSC1002 NSC1003 NSC1007 NSC1008

201 NSC1003  
54  CYP3A Laz 65 23

CYP3A 15 42  



 

41 

33 CYP3A CYP3A BICR PFS
MARIPOSA  

 
CYP3A  

 
CYP3A  

 
CYP3A  

 
 42 165 213 

%  22 52.4  72 43.6  87 40.8  
95%CI  18.20 14.42,  23.92 18.43,  24.05 20.11,  

 

 

 

CYP3A CYP3A

 

Laz CYP3A Laz

CYP3A Laz

CYP3A

 

CYP3A CYP3A

PBPK Laz Laz

MARIPOSA Ami/Laz PFS

CYP3A CYP3A

33 CYP3A CYP3A

 

CYP3A Laz CYP3A

 

 

6.R.3 CYP3A BCRP OCT1  

Laz CYP3A BCRP OCT1

 

 CYP3A BCRP  

NSC1008 Laz

AUClast 1.47 2.02

6.2.2.3 Laz

CYP3A BCRP

CYP3A BCRP

 

 

 OCT1  

NSC1008 Laz

AUClast 0.943 6.2.2.3 OCT1
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Laz OCT1

 

 

 

Laz OCT1  

CYP3A BCRP Laz

6.2.2.3 Laz

CYP3A BCRP

 

 

7.  

34  
 

34  

        
 

 
*1 

EDI1001
*2  NSCLC  

Ami
 

1 80 
2

409 

1  
4 1 Ami 140 350 700*3

1,050*3 1,400*3 1,750*3 mg 1
QW 2 Q2W

 
 

2  
4 1 Ami*3 4 1

QW 2 Q2W
 

 
 
 

PK 

Ami/Laz
 

1 63 
2 45 

1  
4 1 Laz 240 mg QD

Ami*3 5 1 QW
2 Q2W  

 
2  

4 1 Laz 240 mg QD
Ami*3 4 1 QW

2 Q2W  

NSC1001
 b 

EGFR

NSCLC
 

 
12 

b
 

6 

b
Ami/Laz

A
 

162 

 
Laz 160 240 320 mg QD  
 

b  
4 1 Laz 240 mg QD

Ami*3 

1,050 1,400 mg 1 QW 2
Q2W  

 
b Ami/Laz

A  
4 1 Laz 240 mg QD

Ami*3 6 1 QW
2 Q2W  

 

 
 
 

PK 

MARIPOS
A   EGFR

1,074 
429 
429 

4 1 Laz 240 mg QD
Ami*3 6 1

QW 2 Q2W  
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NSCLC
 

216 Osi 80 mg QD  
Laz 240 mg QD  

  

101    24 Laz 240 mg
 PK 

NSC1002
   48 Laz 240 mg

 PK 

NSC1003
   32 

1  
1 12 Laz 160 mg QD

8 16 200 mg
QD  
2  

1 19 Laz 240 mg QD
8 22 600 mg

QD  

PK 

NSC1004
   8 

Laz 240 mg 14C Laz
Laz

 
PK 

NSC1006
   18 Laz 240 mg G002 G004 G005

 PK 

NSC1007
   16 Laz 160 mg  PK 

NSC1008
   20 

Laz 160 mg QD  
2 mg QD

10 mg QD
500 mg QD  

 
1 5 12

13 14
 

PK 

NSC1009
   64 Laz 240 mg G001 G002 G004

G005  PK 

NSC2001
  

EGFR

NSCLC
 

A
38 

B
89 

C
97 

D 28 

3 1 Laz
QD  

A 20 40 80 120 160 240 320 mg 
B 40 80 120 160 240 mg 
C 240 mg 
D 240 320 mg 

 
 
 

PK 

301   
EGFR

NSCLC
 

393 
196 
197 

Laz 240 mg QD  
250 ng QD

 

 
 

*1 Ami Ami/Laz *2 Ami Ami/Laz
Ami/CP *3 1 1 350 mg 1

2 *4 80 kg 1,050 mg 80 kg 1,400 mg *5 80 kg
700 mg 80 kg 1,050 mg 80 kg 1,050 mg 80 kg 1,400 mg *6 80 kg

1,050 mg 80 kg 1,400 mg 

 

7.3

PK 6.1 6.2

EDI1001 Ami Ami
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6 8 14 350 mg

 

 

7.1  

7.1.1  

7.1.1.1 39 CTD5.3.5.2.4 EDI1001 Ami/Laz 2016 5

2022 11 15  

EGFR 55 NSCLC

1 6 2 100 Ami/Laz

1 12 2 28

 

 
 

1 

4 1 Laz 240 mg QD Ami 80 kg 700 mg
80 kg 1,050 mg 80 kg 1,050 mg 80 kg

1,400 mg 1 QW 2 Q2W  
1 1 350 mg 1 2  

2 
4 1 Laz 240 mg QD Ami 80 kg 1,050 mg

80 kg 1,400 mg 1 QW 2 Q2W  
1 1 350 mg 1 2  

 

Ami/Laz 108 1 63 2 45

 

Ami/Laz 1 Ami/Laz 28 DLT

DLT Laz 240 mg QD Ami RP2D 80 kg

1,050 mg 80 kg 1,400 mg 1 QW 2

Q2W  

30 1 3/52 5.8%

2 5/45 11.1% 1 3 2 1

2 1
56 Ami/Laz  

 

7.1.1.2 b CTD5.3.5.2.1 NSC1001 b

b Ami/Laz A 2019 9

2022 11 15  

EGFR 57 NSCLC Laz

Ami/Laz

b b Ami/Laz A

 
55  Ex19del L858R  
56  

 
57  b b Ami/Laz A

EGFR Ex19del L858R
 



 

45 

 
 

 Laz 160 240 320 mg QD  

b  
4 1 Laz 240 mg QD Ami 
1,050 1,400 mg 1 QW 2 Q2W  

1 1 350 mg 1 2  

b
Ami/Laz

A 

4 1 Laz 240 mg QD Ami 80 kg
1,050 mg 80 kg 1,400 mg 1 QW 2

Q2W  
1 1 350 mg 1 2  

 

180 12 b 6 b

Ami/Laz A 162

b Ami/Laz A 27  

Laz 21 DLT

DLT Laz 58

Laz RP2D 240 mg QD b

Ami/Laz 28 DLT DLT  

30

b b Ami/Laz A 28/162 17.3%

3 3

24 COVID-19 1

 

 

7.1.1.3 CTD5.3.5.1.1 MARIPOSA 2020 10

2023 8 11  

EGFR 59 NSCLC

1,000 60 Ami/Laz Osi
61 27 262  

 
 

Ami/Laz  
4 1 Laz 240 mg QD Ami 80 kg 1,050 mg
80 kg 1,400 mg 1 QW 2 Q2W  

1 1 350 mg 1 2  
Osi  Osi 80 mg QD  
Laz  Laz 240 mg QD  

 

 
58  NSC2001 Laz Ctrough PFS

Ctrough PFS
Ctrough 5 95 58.6 111 ng/mL

 
59  Ex19del L858R  
60  BICR PFS Osi Ami/Laz 0.73 Ami/Laz

Osi 26 19 0.05 Ami/Laz Osi
450 90% Ami/Laz Osi Laz 2 2 1

 
61  Osi Laz Ami/Laz  
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1,074 Ami/Laz 429 Osi 429 Laz 216

FAS Ami/Laz 29 Osi 32 Laz

17 12 Ami/Laz 8 Osi 1 Laz 3 1,062

Ami/Laz 421 Osi 428 Laz 213

Ami/Laz 29 Osi 32 Laz 16  

Ami/Laz Osi RECIST ver.1.1 BICR PFS62

Ami/Laz Osi 120 280 450 PFS

Lan-DeMets

O’Brien-Fleming α  

BICR PFS 2023 8 11

Kaplan-Meier 35 4 Osi Ami/Laz
63  

 

35 PFS BICR FAS 2023 8 11  
 Ami/Laz  Osi  

 429 429 
%  192 44.8  252 58.7  

95%CI  23.72 19.12, 27.66  16.59 14.78, 18.46  
95%CI *1 0.70 0.58, 0.85  

p *2 0.0002 
*1 EGFR Ex19del L858R

Cox *2 log-rank Cox
0.05 

 

 
62  RECIST ver.1.1 BICR

 
  
 2

 
  

63  PFS 2023 1 15 IDMC
15.1 PFS

PFS
0.05 PFS 95%CI 0.75 0.60, 

0.93 p 0.0097 log-rank 0.0159  



 

47 

 
4 PFS Kaplan-Meier BICR FAS 2023 8 11  

 

30 Ami/Laz 40/421 9.5%

Osi 45/428 10.5% Laz 20/213 9.4% Ami/Laz

6 Osi 18 Laz 7 Ami/Laz 4

3 2 COVID-19

COVID-19
64 1 Osi

4 COVID-19 3 ILD 2

1 Laz 3 2
64 1

56 Ami/Laz 1 Osi

ILD 2 Laz 1  

30 Ami/Laz 1 Osi 1

Laz Osi 1

Ami/Laz 1  

 

7.2  

7.2.1  

8 101 NSC1002 NSC1006 NSC1009 NSC1004 NSC1007

NSC1003 NSC1008 34 30

 
64   
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NSC1002 1/48 2.1%

 

 

7.2.2  

7.2.2.1 CTD5.3.4.2.1-1 NSC2001 2017 2

2021 1 8  

30

 
 

A 80 mg 1/6 16.7% 160 mg 2/6 33.3% 1
160 mg 1  

B 40 mg 1/20 5.0% 80 mg 1/14 7.1% 40 mg
1 80 mg 1  

C 5/97 5.2% 2
1  

D 240 mg 1/15 6.7% 320 mg 2/13 15.4% 1
320 mg 1  

 

7.2.2.2 CTD5.3.5.1.2 301 2020 2 2022

7 29  

30 Laz 19/196 9.7%

28/197 14.2% Laz 7

19 Laz ILD

1 4 1

COVID-19 1 4

Laz ILD 1 Laz  

 

7.R  

7.R.1  

EGFR NSCLC

Ami/Laz MARIPOSA

19 9 28

0928010

3 12 10

30 6 12

0612 1 MARIPOSA  

 

7.R.2  

EGFR
NSCLC Ami/Laz  

 

7.R.2.1  

MARIPOSA  
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MARIPOSA 2019

NCCN NSCLC v.2.2018 EGFR
NSCLC Osi MARIPOSA

Osi  

 

 

 

7.R.2.2  

MARIPOSA  

EGFR NSCLC PFS

MARIPOSA PFS  

 

 

MARIPOSA PFS

OS  

 

7.R.2.3  

MARIPOSA BICR PFS Osi Ami/Laz

7.1.1.3  

MARIPOSA PFS Osi Ami/Laz

OS OS PFS

OS Ami/Laz Osi 390 OS

Lan-DeMets O’Brien-

Fleming α  

MARIPOSA OS 2023 8 11 Kaplan-

Meier 36 5 Osi Ami/Laz

6 65 Ami/Laz 29 Osi 19

Ami/Laz 5 24 4 3 2

COVID-19

COVID-19 1 Osi

4 14 2 ILD

COVID-19 1

COVID-19 66 1 Ami/Laz 2

1 Osi ILD 1  

 
65  3 3 6 6 9 9 12

% Ami/Laz Osi 4.0 2.8% 3.0 1.6% 1.6% 2.6% 1.6% 4.7%
 

66  MARIPOSA 30
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36 OS FAS 2023 8 11  
 Ami/Laz  Osi  

 429 429 
%  97 22.6  117 27.3  

95%CI  ,  ,  
95%CI *1 2 0.80 0.61, 1.05  

p *3 0.1099 
*1 EGFR Ex19del L858R

Cox *2 99.5%CI 0.55, 1.18 *3 log-rank
Cox 0.005 

 

 
5 OS Kaplan-Meier  

FAS 2023 8 11  

 

OS 2024 5 13

Kaplan-Meier 37 6  
 

37 OS FAS 2024 5 13  
 Ami/Laz  Osi  

 429 429 
%  142 33.1  177 41.3  

95%CI  ,  37.32 32.53,  
95%CI * 0.77 0.61, 0.96  

* EGFR Ex19del L858R
Cox  
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6 OS Kaplan-Meier  

FAS 2024 5 13  

 

MARIPOSA Laz Ami

Ami/Laz Laz 38 7

 
 

38 Ami/Laz Laz PFS OS  
BICR FAS 2023 8 11  

 
PFS OS 

Ami/Laz  Laz  Ami/Laz  Laz  
 429 216 429 216 

%  192 44.8  121 56.0  97 22.6  56 25.9  

95%CI  23.72 
19.12, 27.66  

18.46 
14.75, 20.11  

 
,  

 
,  

95%CI * 0.72 0.57, 0.90  0.82 0.59, 1.14  
* EGFR Ex19del L858R

Cox  
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7 Ami/Laz Laz BICR PFS OS Kaplan-Meier  

PFS OS FAS 2023 8 11  

 

MARIPOSA PFS Kaplan-Meier

39 8  
 

39 PFS BICR FAS 2023 8 11  
 Ami/Laz  Osi  

 29 32 
%  9 31.0  16 50.0  

95%CI  20.99,  18.50 15.77,  
95%CI * 0.55 0.24, 1.25  

* Cox  

 

 
8 PFS Kaplan-Meier  

BICR FAS 2023 8 11  

 

 

EGFR NSCLC

Ami/Laz  
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 MARIPOSA BICR PFS Osi Ami/Laz

 

 MARIPOSA Ami/Laz MARIPOSA

Ami/Laz

MARIPOSA BICR PFS

Ami/Laz

 

 MARIPOSA OS Osi Ami/Laz

 

 

MARIPOSA 6 Osi Ami/Laz

 

 

7.R.3 7.3

 

EGFR NSCLC

Ami/Laz Ami Laz

 

Ami Laz

Ami

Laz Ami/Laz  
 

Ami 
infusion reaction ILD

6 8 14 350 mg
Laz  

Laz ILD Ami
 

 

7.R.3.1  

MARIPOSA Ami/Laz

 

MARIPOSA 40 Ami/Laz
67 41 42  

 
67  10% Grade 3 5% 1%

2% 5% Ami
10%  
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40 MARIPOSA 2023 8 11  

 
%  

Ami/Laz  
421  

Osi  
428  

Laz  
213  

 421 100  425 99.3  213 100  
Grade 3  316 75.1  183 42.8   97 45.5  

 34 8.1  31 7.2  12 5.6  
 205 48.7  143 33.4   75 35.2  

* 147 34.9   58 13.6   28 13.1  
Ami 145 34.4    
Laz  85 20.2    28 13.1  
Osi   58 13.6   

* 382 90.7  165 38.6   92 43.2  
Ami 370 87.9    
Laz 299 71.0    92 43.2  
Osi  165 38.6   

* 249 59.1  23 5.4   27 12.7  
Ami 193 45.8    
Laz 176 41.8    27 12.7  
Osi  23 5.4   

Ami  193 45.8    
*  
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41 Ami/Laz *1  
MARIPOSA 2023 8 11  

PT 
MedDRA ver.25.0  

%  
Ami/Laz  

421  
Osi  
428  

Laz  
213  

    
 288 68.4  121 28.3   61 28.6  

 265 62.9  0 0 
 260 61.8  131 30.6   95 44.6  

 204 48.5  26 6.1  17 8.0  
ALT  152 36.1   57 13.3   50 23.5  

 150 35.6  24 5.6   24 11.3  
 123 29.2   55 12.9   37 17.4  
 123 29.2  190 44.4   68 31.9  

 122 29.0   55 12.9   45 21.1  
 122 29.0   90 21.0   38 17.8  

AST  121 28.7   58 13.6   45 21.1  
COVID-19 111 26.4  103 24.1   42 19.7  

 103 24.5   76 17.8   31 14.6  
  99 23.5   73 17.1   36 16.9  

  96 22.8   91 21.3   43 20.2  
  90 21.4   58 13.6   38 17.8  

  88 20.9  35 8.2  15 7.0  
  78 18.5   46 10.7   31 14.6  

  73 17.3  20 4.7  15 7.0  
  70 16.6  42 9.8   23 10.8  

  70 16.6  32 7.5   50 23.5  
  67 15.9   60 14.0   38 17.8  

  66 15.7   84 19.6  20 9.4  
  65 15.4   88 20.6   37 17.4  

  64 15.2  22 5.1  21 9.9  
GGT   61 14.5  31 7.2  20 9.4  

  61 14.5  11 2.6   7 3.3  
  60 14.3  30 7.0  12 5.6  

  58 13.8  25 5.8   33 15.5  
  55 13.1   54 12.6   39 18.3  

  53 12.6  19 4.4  11 5.2  
  52 12.4  23 5.4   24 11.3  
ALP   52 12.4  22 5.1  16 7.5  

  51 12.1  37 8.6  20 9.4  
  51 12.1   68 15.9   26 12.2  

  49 11.6  24 5.6  21 9.9  
  49 11.6  31 7.2  14 6.6  

  48 11.4   45 10.5   22 10.3  
  46 10.9   7 1.6   7 3.3  

  44 10.5  12 2.8   8 3.8  
Grade 3     

  65 15.4   3 0.7   4 1.9  
  46 10.9   2 0.5   2 0.9  

 35 8.3  0 0 
 35 8.3  10 2.3   8 3.8  

 27 6.4  0 0 
 22 5.2  0 0 

ALT  21 5.0   8 1.9   6 2.8  
*1 10% Grade 3 5%  
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42 Ami/Laz *1  
MARIPOSA 2023 8 11  

PT 
MedDRA ver.25.0  

%  
Ami/Laz  

421  
Osi  
428  

Laz  
213  

    
  5 1.2   4 0.9   2 0.9  

    
 26 6.2  10 2.3   8 3.8  

17 4.0  21 4.9   7 3.3  
12 2.9   2 0.5   1 0.5  

COVID-19 10 2.4  10 2.3   3 1.4  
 9 2.1  17 4.0   3 1.4  
 9 2.1  0 0 

*2    
 19 4.5  0 0 

14 3.3  0  1 0.5  
11 2.6  0 0 

*2    
 229 54.4  0 0 

 104 24.7   4 0.9   9 4.2  
  91 21.6   4 0.9   4 1.9  

COVID-19  63 15.0  36 8.4  12 5.6  
  50 11.9   1 0.2   3 1.4  

ALT  30 7.1  12 2.8   7 3.3  
 25 5.9  0 0 

AST  23 5.5  11 2.6   5 2.3  
*2    

  84 20.0   2 0.5   3 1.4  
  80 19.0   1 0.2  0 

38 9.0  0 0 
Ami    

 191 45.4  0 0 
*1 1% 2%

5% Ami 10% *2
 

 

 

MARIPOSA Ami/Laz Ami/Laz

 

 

7.R.3.2  

MARIPOSA Ami/Laz

 

MARIPOSA Ami/Laz 43
68 44

 

 
68  20% Grade 3 10% 5%  
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43 MARIPOSA Ami/Laz 2023 8 11  

 
%  

 
29  

 
392  

 29 100  392 100  
Grade 3  22 75.9  294 75.0  

 1 3.4  33 8.4  
 13 44.8  192 49.0  

*  6 20.7  141 36.0  
Ami  6 20.7  139 35.5  
Laz  4 13.8   81 20.7  

* 28 96.6  354 90.3  
Ami 26 89.7  344 87.8  
Laz 26 89.7  273 69.6  

* 19 65.5  230 58.7  
Ami 16 55.2  177 45.2  
Laz 14 48.3  162 41.3  

Ami   9 31.0  184 46.9  
*  

 
44 *1  

MARIPOSA Ami/Laz 2023 8 11  

PT 
MedDRA ver.25.0  

%  
 

29  
 

392  
   

 26 89.7  262 66.8  
 17 58.6  105 26.8  

14 48.3  109 27.8  
20 69.0  184 46.9  
 7 24.1  15 3.8  

Grade 3    
  5 17.2  17 4.3  

  4 13.8   8 2.0  
*2   

2 6.9   1 0.3  
2 6.9   6 1.5  

*2   
  8 27.6   42 10.7  

 4 13.8  15 3.8  
 4 13.8  21 5.4  
 3 10.3  17 4.3  
 3 10.3  17 4.3  

2 6.9   2 0.5  
2 6.9   5 1.3  
2 6.9   6 1.5  
2 6.9   7 1.8  

*2   
 8 27.6  30 7.7  

*1 20% Grade 3 10% 5%
Ami

*2  

 

 

MARIPOSA Ami/Laz

MARIPOSA
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Ami/Laz Ami/Laz

Ami/Laz  

 

MARIPOSA Laz

EGFR-TKI Ami Laz

MARIPOSA Ami/Laz

Laz Ami/Laz

 

 

7.R.3.3 ILD 

Laz ILD69  

MARIPOSA ILD 45 46 MARIPOSA

Ami/Laz Osi Laz ILD

110 29 443 169.5 9 512 192.5 57 225  
 

45 ILD MARIPOSA  

PT 

MedDRA ver.25.0  

%  
Ami/Laz  

421  
Osi  
428  

Laz  
213  

Grade Grade 3  Grade Grade 3  Grade Grade 3  
ILD* 15 3.6  7 1.7  16 3.7  6 1.4  6 2.8  3 1.4  

  8 1.9  4 1.0   8 1.9  4 0.9  3 1.4  1 0.5  
  5 1.2  2 0.5   5 1.2  2 0.5  3 1.4  2 0.9  
  1 0.2  1 0.2  0 0 0 0 

  1 0.2  0 0 0 0 0 
 0 0  2 0.5  0 0 0 

 0 0  1 0.2  0 0 0 
*  

 

 
69  MedDRA SMQ  
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46 ILD MARIPOSA  

PT 

MedDRA ver.25.0  

%  
Ami/Laz  

421  
Osi  
428  

Laz  
213  

ILD  1 0.2   2 0.5  0 
  1 0.2  0 0 

 0  2 0.5  0 
ILD 13 3.1  14 3.3  6 2.8  

  7 1.7   8 1.9  3 1.4  
  5 1.2   5 1.2  3 1.4  
  1 0.2  0 0 
 0  1 0.2  0 

ILD* 13 3.1  12 2.8  6 2.8  
  7 1.7   7 1.6  3 1.4  

  5 1.2   4 0.9  3 1.4  
  1 0.2  0 0 
 0  1 0.2  0 

ILD*  2 0.5   3 0.7  0 
  1 0.2   1 0.2  0 
  1 0.2  0 0 

 0  2 0.5  0 
ILD* 0 0 0 

*  

 

MARIPOSA NSC1001 EDI1001 Ami Laz
70 ILD 47  
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 MARIPOSA NSC1003 NSC1004 NSC1006 NSC1007 NSC1008 NSC1009
 

 NSC1001 EDI1001
 

 101 NSC2001 301
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47 Ami Laz ILD  

    PT MedDRA 
ver.25.0  Grade 

 
 

 

 
 

 

Ami  
 

Laz  
  

 

MARIPOSA 
Laz  

7     1 225 43    Laz 
6     3 216 36    Laz 
6     1 221 279    Laz 

6    
 3 97 29    Laz 
 2 125 23    Laz 

5     3 169 22    Laz 

MARIPOSA 
Ami/Laz

 

6     2 283 27    Laz 

7    
 1 43 7    Ami Laz 
 3 50 11    Ami Laz 
 2 61 95    Ami Laz 

5     2 166 19    Ami Laz 
6     2 110     Ami Laz 
7     4 78     Ami Laz 

6    
 1 56 8    Ami Laz 
 2 63 13    Ami Laz 
 3 75 27    Ami Laz 

6     2 29     Ami Laz 
6     2 114 191    Ami Laz 

7    
 3 82 17    Ami Laz 
 5 99 1    Ami Laz 

7     3 39 31    Ami Laz 
7     3 443 14    Ami Laz 
4     1 280     Ami 

6    
 4 39 14    Ami 
 2 52 5    Ami 
 4 56 28    Ami 

NSC1001 
Ami/Laz

*  

6     3 254 23    Laz 
5     3 84 6    Ami Laz 

6    
 3 34 10    Ami Laz 
 4 43     Ami Laz 

6     2 115 10    Ami Laz 
7     4 115 14    Ami Laz 
6     4 43     Ami Laz 

5    
 4 43 12    Ami Laz 
 5 55 1    Ami Laz 

6     2 124 47    Ami Laz 

5    
 3 59 27    Ami Laz 
 4 86     Ami Laz 

4     1 54     Ami Laz 
4     4 14     Ami Laz 
7     2 40 26    Ami Laz 

EDI1001 
Ami/Laz

 

4    
 3 25 9    Ami Laz 
 5 34 1    Ami Laz 

5     3 81     Ami Laz 
* b b Ami/Laz A 

 

 

MARIPOSA Laz Laz

ILD ILD EGFR-TKI

Laz ILD Laz
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ILD Laz

 

 

7.R.3.4  

Laz Ami/Laz 71  

MARIPOSA 48 49 MARIPOSA

Ami/Laz Osi Laz

84 6 777 194 10 675 240.5 32 774

4 Osi Laz Ami/Laz

9  
 

48 *1 MARIPOSA  

PT 

MedDRA ver.25.0  

%  
Ami/Laz  

421  
Osi  
428  

Laz  
213  

Grade Grade 3  Grade Grade 3  Grade Grade 3  
*2 157 37.3   47 11.2  39 9.1  15 3.5   30 14.1  12 5.6  

  73 17.3  35 8.3  20 4.7  10 2.3  15 7.0   8 3.8  
 61 14.5  12 2.9  11 2.6   2 0.5   7 3.3   2 0.9  

 17 4.0   2 0.5   1 0.2  0  4 1.9   3 1.4  
  9 2.1  0  1 0.2  0  2 0.9  0 

  8 1.9   2 0.5   1 0.2  0 0 0 
  6 1.4  0 0 0  2 0.9  0 

  6 1.4  0  4 0.9  0 0 0 
  4 1.0  0  3 0.7   3 0.7  0 0 

  4 1.0   1 0.2   1 0.2  0  2 0.9  0 
  3 0.7  0 0 0 0 0 

  2 0.5  0 0 0 0 0 
*1 PT 2 *2  

 

 
71  MedDRA SMQ MedDRA PT
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49 MARIPOSA  

PT 

MedDRA ver.25.0  

%  
Ami/Laz  

421  
Osi  
428  

Laz  
213  

  2 0.5   2 0.5   2 0.9  
  2 0.5   2 0.5   2 0.9  

  46 10.9  15 3.5  11 5.2  
 26 6.2  10 2.3   8 3.8  

12 2.9   2 0.5   1 0.5  
  4 1.0  0 0 

  4 1.0  0  3 1.4  
  2 0.5  0 0 

  1 0.2  0 0 
  1 0.2  0 0 

  1 0.2  0 0 
 0  2 0.5  0 

 0  1 0.2  0 
* 12 2.9   2 0.5   3 1.4  

  8 1.9   2 0.5   3 1.4  
 3 0.7  0 0 
 1 0.2  0 0 

  1 0.2  0 0 
  1 0.2  0 0 

*  47 11.2  10 2.3   5 2.3  
 20 4.8   9 2.1   3 1.4  

19 4.5   2 0.5   1 0.5  
 7 1.7   1 0.2   2 0.9  
 2 0.5  0 0 
 2 0.5  0 0 
 2 0.5  0 0 

  1 0.2  0 0 
  1 0.2  0 0 
  1 0.2  0 0 

  1 0.2  0 0 
  1 0.2  0 0 

  1 0.2  0 0 
*  5 1.2  0  2 0.9  

  2 0.5  0 0 
  2 0.5  0  1 0.5  

 1 0.2  0  1 0.5  
*  

 

 
9 Kaplan-Meier MARIPOSA  

Ami/Laz Osi Ami/Laz Laz  
2023 8 11  
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MARIPOSA NSC1001 EDI1001 Ami Laz
70 50  

 

50 Ami Laz  

    PT MedDRA 
ver.25.0  Grade 

 
 

 

 
 

   

Ami  
 

Laz  
  

 

MARIPOSA 
Laz  

7     3 111 15      Laz 

6    
 3 112 14      Laz 

 3 721       Laz 

6    
 3 57 9      Laz 
 2 65       Laz 

6     3 774       Laz 
7     3 609       Laz 

MARIPOSA 
Ami/Laz

 

6     2 278 10      Laz 
6     3 353 9      Laz 
6     3 112 19      Ami Laz 

5    
 3 61 9 

  
   Ami Laz 

 2 70     Ami Laz 
7     3 96 11      Ami Laz 

8     3 175 8      Ami Laz 

6     3 43 7      Ami Laz 
7     3 43 5      Ami Laz 
5     2 450 6      Ami Laz 
6     3 335 17      Ami Laz 

7    
 3 260 28 

  
   Ami Laz 

 2 287 51    Ami 
 1 337     Ami Laz 

6     3 301       Ami Laz 
5     3 54 11      Ami Laz 

5    
 3 112 22 

 
    Ami Laz 

 2 134      Ami Laz 

6    
 2 44 29      Ami Laz 
 2 674 4      Ami Laz 

6    
 3 95 9 

  
   Ami Laz 

 2 128 7    Ami Laz 
8     3 283 13      Ami Laz 
7     3 320 6      Ami Laz 
5     2 148 2      Ami Laz 
6     3 12       Ami 
6     2 70 45      Ami 
5     2 75       Ami 
7     3 51 90      Ami 
3     3 631 5      Ami 

7    
 2 30 3 

  
   Ami 

 3 33 10    Ami 
6     4 217 10      Ami 
4     3 332 5      Ami 

NSC1001 
Ami/Laz

*  

7     3 22 3      Laz 
7     3 50       Laz 
6     2 215 53      Ami Laz 



 

64 

    PT MedDRA 
ver.25.0  Grade 

 
 

 

 
 

   

Ami  
 

Laz  
  

 

6    
 3 25 5      Ami Laz 
 2 29       Ami Laz 

6     3 42 9      Ami Laz 
5     3 58 7      Ami Laz 
8     3 96 20      Ami Laz 
7     2 56       Ami Laz 

EDI1001 
Ami/Laz

 

6     3 483 16      Ami Laz 

5     3 209 14      Ami Laz 

* b b Ami/Laz A 

 

MARIPOSA Osi Laz Ami/Laz

IDMC Ami/Laz Ami/Laz

4 3 2022 8 22

Ami/Laz 4

K

 

MARIPOSA Ami/Laz

4 12 12 MARIPOSA

Ami/Laz 21

7 5 6

1  

 

 

Laz Laz

Laz

Laz

 

 MARIPOSA Laz Garde 3

 

 MARIPOSA Ami/Laz Laz

 

 EGFR-TKI  

 

Ami Ami

Ami/Laz

Ami/Laz

Ami Laz

Ami/Laz 7.R.5.2

Ami/Laz  
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 MARIPOSA Laz Ami

6 8 14 350 mg MARIPOSA

Ami/Laz  

 MARIPOSA Ami/Laz Ami Laz

 

 

7.R.3.5  

Laz Ami/Laz 72  

MARIPOSA 51 52 MARIPOSA

Ami/Laz Osi Laz

217 29 709 289 128 890 147  
 

51 MARIPOSA  

PT 

MedDRAver.25.0  

%  
Ami/Laz  

421  
Osi  
428  

Laz  
213  

Grade Grade 3  Grade Grade 3  Grade Grade 3  
* 17 4.0  6 1.4  6 1.4  4 0.9  1 0.5  0 

  4 1.0  4 1.0  1 0.2  1 0.2  0 0 
  3 0.7  0 1 0.2  1 0.2  0 0 

 2 0.5  0 0 0 1 0.5  0 
 2 0.5  0 0 0 0 0 
 2 0.5  0 0 0 0 0 
 1 0.2  1 0.2  0 0 0 0 
 1 0.2  1 0.2  0 0 0 0 
 1 0.2   0 0 0 0 
 1 0.2   0 0 0 0 
 1 0.2  0 0 0 0 0 

0 0 2 0.5  2 0.5  0 0 
0 0 1 0.2  0 0 0 

 0 0 1 0.2  0 0 0 
*  

 

 
72  MedDRA SMQ  



 

66 

52 MARIPOSA  

PT 

MedDRAver.25.0  

%  
Ami/Laz  

421  
Osi  
428  

Laz  
213  

 4 1.0  0 0 
 3 0.7  0 0 

1 0.2  0 0 
 7 1.7  3 0.7  0 

 4 1.0  0 0 
1 0.2  0 0 
1 0.2  0 0 
1 0.2  0 0 

 0 2 0.5  0 
0 1 0.2  0 

* 5 1.2  0 0 
 3 0.7  0 0 

1 0.2  0 0 
1 0.2  0 0 

* 3 0.7  2 0.5  0 
 1 0.2  0 0 

1 0.2  0 0 
1 0.2  0 0 

0 1 0.2  0 
0 1 0.2  0 

* 0 0 0 
*  

 

MARIPOSA Ami/Laz Laz 73 Ami Laz
70 53

 
 

53 Ami Laz  

    PT MedDRA 
ver.25.0  Grade 

 
 
 

 
 
 

Ami  
 

Laz  
  

 
NSC2001 

Laz  6     3 209 6    Laz 

MARIPOSA 
Ami/Laz  

6    
 3 285 5    Ami Laz 
 5 289 1    Ami Laz 

8     5 524 1    Ami Laz 
NSC1001 

Ami/Laz *  
8     3 6 10    Ami Laz 
7     3 492 8    Ami Laz 

PALOMA-3 
Ami/Laz  

8     3 299 7    Ami Laz 
3     2 41     Ami Laz 

 

 

 
73  Ami/Laz  

MARIPOSA Ami/Laz NSC1001 b b Ami/Laz
A EDI1001 NSC1003 PALOMA-3  
Laz  
MARIPOSA Laz NSC1001 101 NSC1002 NSC1003 NSC1004

NSC1006 NSC1007 1008 NSC1009 NSC2001 301 Laz  



 

67 

MARIPOSA Laz Laz

1 Laz

 

Ami/Laz

Ami/Laz Ami Laz

Ami/Laz

 

 MARIPOSA Ami/Laz Garde 3

 

 EGFR  

 

7.R.3.6  

Laz Ami/Laz 74  

MARIPOSA 54 55 MARIPOSA

Ami/Laz Osi Laz

23 1 884 113 1 841 58 1 758  
 

54 *1 MARIPOSA  

PT 

MedDRA ver.25.0  

%  
Ami/Laz  

421  
Osi  
428  

Laz  
213  

Grade Grade 3  Grade Grade 3  Grade Grade 3  
*2 289 68.6   57 13.5  113 26.4  19 4.4   81 38.0  9 4.2  

 204 48.5  22 5.2  26 6.1  0 17 8.0  0 
ALT  152 36.1  21 5.0   57 13.3   8 1.9   50 23.5  6 2.8  
AST  121 28.7  14 3.3   58 13.6   5 1.2   45 21.1  3 1.4  
GGT   61 14.5  12 2.9  31 7.2   6 1.4  20 9.4  2 0.9  

ALP   52 12.4   5 1.2  22 5.1   2 0.5  16 7.5  1 0.5  
28 6.7   1 0.2  14 3.3  0 18 8.5  1 0.5  
 5 1.2  0 0 0 0 0 
 4 1.0   1 0.2   5 1.2   2 0.5   3 1.4  0 
 3 0.7  0 0 0 0 0 
 3 0.7  0 0 0 0 0 
 2 0.5  0  1 0.2  0 0 0 
 2 0.5  0  1 0.2  0 0 0 
 2 0.5  0  2 0.5  0 0 0 
 2 0.5  0  2 0.5   1 0.2  0 0 
 1 0.2  0  1 0.2   1 0.2   2 0.9  0 

*1 PT 2 *2

 

 
74  MedDRA Sub-SMQ
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55 MARIPOSA  

PT 

MedDRA ver.25.0  

%  
Ami/Laz  

421  
Osi  
428  

Laz  
213  

 0 0 0 
 14 3.3   9 2.1  5 2.3  

ALT   8 1.9   6 1.4  4 1.9  
  5 1.2  0 0 

AST   1 0.2   4 0.9  4 1.9  
  1 0.2   1 0.2  0 

0  1 0.2  1 0.5  
GGT 0  1 0.2  1 0.5  

*  9 2.1  0 0 
  6 1.4  0 0 

ALT   3 0.7  0 0 
AST   1 0.2  0 0 
GGT   1 0.2  0 0 

  1 0.2  0 0 
*  60 14.3  16 3.7  8 3.8  

ALT  30 7.1  12 2.8  7 3.3  
 25 5.9  0 0 

AST  23 5.5  11 2.6  5 2.3  
GGT  13 3.1   5 1.2  2 0.9  

ALP   3 0.7   1 0.2  1 0.5  
  2 0.5   1 0.2  0 

  2 0.5   2 0.5  1 0.5  
 1 0.2   1 0.2  0 
 1 0.2  0 0 
 1 0.2  0 0 
 1 0.2  0 0 

0  1 0.2  0 
* 21 5.0  0 2 0.9  

 11 2.6  0 1 0.5  
ALT   8 1.9  0 1 0.5  
AST   5 1.2  0 1 0.5  
GGT   2 0.5  0 1 0.5  

*  

 

MARIPOSA NSC1001 EDI1001 Ami Laz
70 56  
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56 Ami Laz  

   PT 
MedDRA ver.25.0  Grade 

 
 
 

 
 
 

Ami  
 

Laz  
  

 

MARIPOSA 
Laz  

4   
ALT  1 29 29    Laz 
AST  1 29 29    Laz 

6   

GGT  3 282 8    Laz 
 3 282 8    Laz 

ALT  4 282 12    Laz 
AST  4 282 12    Laz 

5   AST  3 57 3    Laz 

5   
AST  2 29 1    Laz 
ALT  3 29 4    Laz 

6   ALT  3 29 5    Laz 

MARIPOSA 
Ami/Laz  

6   ALT  3 463 8    Laz 
4   AST  4 239 1    Ami Laz 

5   
 2 83 85    Ami 

ALT  3 126 4    Ami Laz 
5    2 42 7    Ami Laz 
5   ALT  3 225 8    Ami Laz 
3   ALT  2 8 7    Ami Laz 
7   ALT  2 99 8    Ami Laz 
6    2 28 21    Ami 

7   

 2 42 19    Ami 
 1 60 25    Ami 
 2 84 57    Ami 
 1 140 134    Ami 

4   ALT  2 8 1    Ami 
NSC1001 

Ami/Laz *  5    3 60 37    Ami Laz 

* b b Ami/Laz A 

 

MARIPOSA Ami/Laz Laz 73 MARIPOSA

Ami/Laz 1 Laz 1 Hy's law Guidance for industry. Drug-Induced Liver Injury: 

Premarketing Clinical Evaluation. U.S. Department of Health and Human Services, Food and Drug Administration. 

July 2009 Ami/Laz

1  

 

 

MARIPOSA Laz Laz

EGFR-TKI

Laz

Laz Laz

 

 

7.R.3.7  

Laz Ami/Laz 75  

 
75  MedDRA SOC  



 

70 

MARIPOSA 57 58 MARIPOSA

Ami/Laz Osi Laz

14 1 822 28.5 1 827 18 1 829  
 

57 *1 MARIPOSA  

PT 

MedDRA ver.25.0  

%  
Ami/Laz  

421  
Osi  
428  

Laz  
213  

Grade Grade 3  Grade Grade 3  Grade Grade 3  
*2 326 77.4  35 8.3  298 69.6  14 3.3  142 66.7  8 3.8  

 123 29.2  0  55 12.9  0  37 17.4  1 0.5  
123 29.2   9 2.1  190 44.4   3 0.7   68 31.9  4 1.9  

 122 29.0   5 1.2   90 21.0   1 0.2   38 17.8  1 0.5  
 90 21.4   5 1.2   58 13.6   1 0.2   38 17.8  1 0.5  
 52 12.4   2 0.5  23 5.4  0  24 11.3  1 0.5  
41 9.7   1 0.2   9 2.1   1 0.2   8 3.8  0 

 32 7.6  0 18 4.2  0  9 4.2  0 
26 6.2  0 18 4.2  0  9 4.2  0 
20 4.8  0 12 2.8   1 0.2   8 3.8  0 
19 4.5  0  2 0.5  0  2 0.9  0 
17 4.0  0 18 4.2  0  5 2.3  0 

 17 4.0  0 0 0  2 0.9  0 
15 3.6  0 15 3.5  0  3 1.4  0 
13 3.1   1 0.2   9 2.1  0  4 1.9  0 
10 2.4  0 10 2.3  0  4 1.9  0 

  5 1.2  0  9 2.1  0  4 1.9  0 
*1 PT 2% *2
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58 *1 MARIPOSA  

PT 

MedDRA ver.25.0  

%  
Ami/Laz  

421  
Osi  
428  

Laz  
213  

 0 0 0 
 21 5.0   7 1.6   4 1.9  

  4 1.0   2 0.5   1 0.5  
  2 0.5  0 0 
  2 0.5  0  1 0.5  

0  2 0.5  0 
*2  5 1.2   2 0.5  0 

*2  66 15.7  20 4.7  12 5.6  
 19 4.5   6 1.4   5 2.3  

 13 3.1   4 0.9   2 0.9  
  9 2.1   2 0.5   4 1.9  
  8 1.9   2 0.5   3 1.4  
  2 0.5   1 0.2  0 

 2 0.5   1 0.2  0 
 2 0.5   1 0.2  0 

  2 0.5  0 0 
 2 0.5  0 0 
 2 0.5  0 0 
 2 0.5  0 0 
 2 0.5  0 0 
 2 0.5  0 0 
 2 0.5  0 0 

*2 26 6.2   4 0.9   4 1.9  
  5 1.2  0  1 0.5  

 3 0.7   2 0.5   1 0.5  
  3 0.7   1 0.2  0 
  2 0.5  0 0 

  2 0.5  0 0 
  2 0.5  0 0 

 2 0.5  0 0 
 2 0.5  0  1 0.5  

*1 PT 2 *2
 

 

MARIPOSA NSC1001 EDI1001 Ami Laz
70 Laz 73 Laz

70 59  
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59 Ami Laz  

   PT MedDRA 
ver.25.0  Grade  

 
 

 
Ami  

 
Laz  

   
MARIPOSA 

Laz  
8    3 407 8    Laz 
7    3 52 6    Laz 

NSC2001 
Laz

 

6    2 22 12    Laz 
7    3 8 2    Laz 
6    3 22 11    Laz 

YH25448-301 
Laz  

7   
 1 1 161    Laz 
 3 162 6    Laz 
 1 168 2    Laz 

7   

 3 25 5    Laz 
 1 30 25    Laz 
 3 55 4    Laz 
 1 59 21    Laz 

6   

 2 356 23    Laz 
 1 379 6    Laz 
 3 385 40    Laz 
 1 425 80    Laz 

8   
 2 39 19    Laz 
 3 338 3    Laz 

MARIPOSA 
Ami/Laz

 

6   
 2 149 3    Laz 
 2 149 6    Laz 

6    2 524 4    Laz 

6   
 3 162 25    Ami Laz 

 4 171 17    Ami Laz 
6    3 147 18    Ami Laz 
7    3 23 13    Ami Laz 
6    3 158     Ami Laz 
6    3 15 7    Ami Laz 

8   
 3 72 2    Ami Laz 
 3 87 5    Ami Laz 

6   
 3 12 5    Ami Laz 
 3 27 4    Ami Laz 

NSC1001 
Ami/Laz

*  

7   
 3 260 7    Ami 
 3 405 6    Laz 

 3 419 10    Laz 
6    4 51 120    Ami Laz 
6    4 23 7    Ami Laz 

4   
 2 9 3    Ami Laz 
 1 11     Ami Laz 

7    3 40 56    Ami Laz 
6    3 29 6    Ami Laz 

EDI1001 
Ami/Laz

 

3    2 177 4    Ami Laz 

6    2 12 39    Ami Laz 

* b b Ami/Laz A 

 

 

MARIPOSA Laz Laz

EGFR-TKI

Laz

Laz
 



 

73 

 

7.R.3.8  

Laz 76  

MARIPOSA 60 61

MARIPOSA Ami/Laz Osi Laz

13 1 813 29 1 919 29.5 1 543

 
 

60 *1 MARIPOSA  

PT 

MedDRA ver.25.0  

%  
Ami/Laz  

421  
Osi  
428  

Laz  
213  

Grade Grade 3  Grade Grade 3  Grade Grade 3  
*2 395 93.8  151 35.9  293 68.5  9 2.1  166 77.9  8 3.8  

 288 68.4   46 10.9  121 28.3  2 0.5   61 28.6  2 0.9  
 260 61.8   65 15.4  131 30.6  3 0.7   95 44.6  4 1.9  

 122 29.0  35 8.3   55 12.9  0  45 21.1  0 
  99 23.5   2 0.5   73 17.1  1 0.2   36 16.9  0 
  67 15.9   1 0.2   60 14.0  1 0.2   38 17.8  0 
 40 9.5   3 0.7  23 5.4  0  5 2.3  0 

 27 6.4   4 1.0   8 1.9  0  8 3.8  0 
 24 5.7   1 0.2  15 3.5  0 13 6.1  2 0.9  

 22 5.2   3 0.7   2 0.5  0  4 1.9  0 
 19 4.5   4 1.0   5 1.2  0  2 0.9  0 

 18 4.3   1 0.2   7 1.6  0  3 1.4  0 
 16 3.8  0  4 0.9  0  4 1.9  0 

 15 3.6  0 20 4.7  0  27 12.7  0 
 15 3.6   1 0.2  13 3.0  0  4 1.9  0 

 12 2.9  0 0 0  1 0.5   
 11 2.6  0 0 0  1 0.5   

  9 2.1   1 0.2   4 0.9  0  1 0.5  0 
  9 2.1   2 0.5  11 2.6  0  3 1.4  0 

  9 2.1   1 0.2   8 1.9  0  2 0.9  0 
  9 2.1  0  4 0.9  0  6 2.8  0 

  4 1.0  0  6 1.4  0  6 2.8  0 
  5 1.2  0  5 1.2  0  5 2.3  0 

  5 1.2  0  7 1.6  0  5 2.3  0 
*1 PT 2% *2  

 

 
76  MedDRA SOC MedDRA PT

 



 

74 

61 *1 MARIPOSA  

PT 

MedDRA ver.25.0  

%  
Ami/Laz  

421  
Osi  
428  

Laz  
213  

 0 0 0 
 11 2.6  0 0 

  7 1.7  0 0 
  1 0.2  0 0 

  1 0.2  0 0 
  1 0.2  0 0 

  1 0.2  0 0 
*2 34 8.1  0  1 0.5  

 14 3.3  0  1 0.5  
 11 2.6  0 0 

  6 1.4  0 0 
  3 0.7  0 0 
  2 0.5  0 0 
  2 0.5  0 0 

*2 232 55.1  17 4.0  20 9.4  
 104 24.7   4 0.9   9 4.2  

  91 21.6   4 0.9   4 1.9  
  50 11.9   1 0.2   3 1.4  

 10 2.4  0 0 
  9 2.1  0 0 

  8 1.9  0 0 
  7 1.7   1 0.2   2 0.9  

  6 1.4   3 0.7   2 0.9  
  6 1.4  0 0 

  3 0.7  0 0 
  3 0.7   2 0.5  0 

  2 0.5  0 0 
  2 0.5   1 0.2   1 0.5  
  2 0.5  0 0 

  2 0.5  0 0 
  2 0.5  0 0 

  2 0.5  0 0 
*2 190 45.1   3 0.7   5 2.3  

  84 20.0   2 0.5   3 1.4  
  80 19.0   1 0.2  0 

 38 9.0  0 0 
  6 1.4  0 0 

  5 1.2  0 0 
  4 1.0  0 0 
  4 1.0  0 0 

  3 0.7  0  2 0.9  
  3 0.7   1 0.2  0 

  2 0.5  0 0 
  2 0.5  0 0 

*1 PT 2 *2
 

 

MARIPOSA NSC1001 EDI1001 Ami/Laz Ami Laz
70 62

Laz 73 Laz

 
 



 

75 

62 Ami Laz  

   
PT 

MedDRA 
ver.25.0  

Grad
e 

 
 

 

 
 
 

Ami  
 

Laz  
  

 

MARIPOSA 
Ami/Laz  

6    3 37 22    Ami Laz 
4    3 40 29    Ami Laz 
6    1 107     Ami Laz 
7    3 206 33    Ami Laz 

6   
 3 66 14    Ami Laz 
 3 149 16    Ami Laz 
 2 164 3    Ami Laz 

7    3 399 23    Ami Laz 
6    3 345 17    Ami Laz 
7    3 240 14    Ami Laz 
6    3 185 41    Ami Laz 
7    3 22 20    Ami Laz 

NSC1001 
Ami/Laz *  

3    3 293 9    Ami Laz 

5   
 3 34 27    Ami Laz 
 1 60 49    Ami Laz 

6    3 56 12    Ami Laz 
7    2 26     Ami Laz 
6    3 92 23    Ami Laz 
6    3 142 10    Ami Laz 
5    3 84 15    Ami Laz 

6   
 2 352 68    Ami Laz 

 2 352 110    Ami Laz 
7    3 112 16    Ami Laz 

EDI1001 
Ami/Laz  

7    3 161 21    Ami Laz 
6    3 183 15    Ami 

* b b Ami/Laz A 

 

MARIPOSA Ami/Laz Laz 73

TEN Stevens-Johnson

 

 

MARIPOSA

SPF 30

MARIPOSA Ami/Laz 1

1 8

MARIPOSA

Ami/Laz 22.3% 94/421 Osi 6.1%

26/428 Laz 8.9% 19/213  

 

 

Laz Laz

Laz

 



 

76 

 Laz EGFR EGFR

 2016; 32: 941-9 Laz

 

 EGFR-TKI  

 MARIPOSA Laz

Osi 6 7 12 RMP 40 mg

80 mg Grade 3

 

 

7.R.3.9  

Laz Ami/Laz 77  

MARIPOSA 63 64 MARIPOSA

Ami/Laz Osi Laz

177 25 728 169 61 842 253 84 738  

63 MARIPOSA  

PT 

MedDRA ver.25.0  

%  
Ami/Laz  

421  
Osi  
428  

Laz  
213  

Grade Grade 3  Grade Grade 3  Grade Grade 3  
* 28 6.7  9 2.1  26 6.1  9 2.1  9 4.2  4 1.9  

 18 4.3  2 0.5  20 4.7  4 0.9  8 3.8  3 1.4  
  5 1.2  2 0.5   7 1.6  6 1.4  3 1.4  1 0.5  

 2 0.5  2 0.5  0 0 0 0 
 1 0.2  1 0.2  0 0 0 0 
 1 0.2  1 0.2  0 0 0 0 
 1 0.2  1 0.2  0 0 0 0 
 1 0.2  0 1 0.2  0 0 0 

*

 

 
77  MedDRA SOC  



 

77 

64 *1 MARIPOSA  

PT 

MedDRA ver.25.0  

%  
Ami/Laz  

421  
Osi  
428  

Laz  
213  

  1 0.2   1 0.2  0 
  1 0.2  0 0 

 0  1 0.2  0 
  3 0.7   5 1.2  1 0.5  

  1 0.2   5 1.2  1 0.5  
  1 0.2  0 0 

  1 0.2  0 0 
*  5 1.2   3 0.7  0 

  2 0.5   2 0.5  0 
  1 0.2   1 0.2  0 

 1 0.2  0 0 
 1 0.2  0 0 

* 10 2.4  14 3.3  4 1.9  
  8 1.9  11 2.6  4 1.9  

 1 0.2   3 0.7  1 0.5  
 1 0.2  0 0 

*  1 0.2   2 0.5  1 0.5  
  1 0.2   2 0.5  1 0.5  

*  

 

MARIPOSA Ami/Laz Laz 73 Ami Laz
70 65  

 

65 Ami Laz  

   
PT 

MedDRA 
ver.25.0  

Grade 
 
 
 

 
 
 

Ami  
 

Laz  
  

 
MARIPOSA 
Ami/Laz  7    4 78     Ami Laz 

 

 

Laz Laz

Laz

 

 EGFR-TKI  

 MARIPOSA Laz Osi

6 7 12 RMP 40 mg 80 mg Grade 3

 

 

7.R.3.10  

Laz Ami/Laz 78  

MARIPOSA 66 67 MARIPOSA

Ami/Laz Osi Laz

77 1 703 198 3 812 127.5 1 703  

 
78  MedDRA SOC  



 

78 

66 *1 MARIPOSA  

PT 

MedDRA ver.25.0  

%  
Ami/Laz  

421  
Osi  
428  

Laz  
213  

Grade Grade 3  Grade Grade 3  Grade Grade 3  
*2 133 31.6  6 1.4   63 14.7  2 0.5  32 15.0  1 0.5  

 37 8.8  1 0.2  18 4.2  0 7 3.3  0 
 17 4.0  2 0.5  12 2.8  1 0.2  2 0.9  1 0.5  

15 3.6  0  6 1.4  0 0 0 
12 2.9  0  6 1.4  0 6 2.8  0 
11 2.6  2 0.5   2 0.5  0 1 0.5  0 
 9 2.1  0 0 0 3 1.4  0 
 8 1.9  1 0.2   2 0.5  0 0 0 
 6 1.4  0  3 0.7  0 1 0.5  0 
 6 1.4  0 0 0 0 0 
 6 1.4  0  1 0.2  0 1 0.5  0 
 6 1.4  0 0 0 1 0.5  0 
 5 1.2  0 0 0 1 0.5  0 
 5 1.2  0 0 0 0 0 
 5 1.2  0 0 0 1 0.5  0 
 4 1.0  0  2 0.5  0 0 0 
 4 1.0  0 0 0 3 1.4  0 
 3 0.7  0  4 0.9  0 4 1.9  0 

*1 PT 1% *2  

 
67 MARIPOSA  

PT 

MedDRA ver.25.0  

%  
Ami/Laz  

421  
Osi  
428  

Laz  
213  

 0 0 0 
 2 0.5  0 1 0.5  

 1 0.2  0 0 
 1 0.2  0 0 

 1 0.2  0 0 
 0 0 1 0.5  

 0 0 1 0.5  
* 1 0.2  0 1 0.5  

 1 0.2  0 0 
 0 0 1 0.5  

 0 0 1 0.5  
* 9 2.1  2 0.5  0 

 3 0.7  0 0 
 2 0.5  0 0 
 1 0.2  0 0 

 1 0.2  0 0 
 1 0.2  0 0 

 1 0.2  0 0 
 1 0.2  0 0 

 1 0.2  0 0 
 0 1 0.2  0 

0 1 0.2  0 
* 3 0.7  0 0 

 1 0.2  0 0 
 1 0.2  0 0 

1 0.2  0 0 
*  
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MARIPOSA Ami/Laz Laz 73 Ami Laz
70 68  

68 Ami Laz  

   PT MedDRA 
ver.25.0  Grade  

 
 

 
Ami  

 
Laz  

  
 

MARIPOSA 
Laz  6   

 3 456     Laz 
 3 486     Laz 

MARIPOSA 
Ami/Laz  7   

 3 463 33    Ami 
 3 485 11    Ami 

NSC1001 
Ami/Laz *  

7   
 3 127 3    Ami Laz 
 3 179 3    Ami Laz 
 3 277 42    Ami Laz 

7    3 72 14    Ami Laz 
* b b Ami/Laz A 

 

 

Laz

 

 EGFR-TKI  

 
5.2.2  

 

7.R.4  

Ami Laz

 
 

   

Ami* 

 EGFR 20

NSCLC 
 EGFR

NSCLC 

 Ami  
 

Ami
 

 EGFR
20 EGFR

 

Laz 
EGFR

NSCLC 

 Laz  
 Laz

 
 EGFR

 
*  

 

7.R.2 7.R.3

Ami Laz Ami Laz

 
 



 

80 

   

Ami* 

 EGFR 20

NSCLC 
 EGFR

NSCLC 

EGFR 20 NSCLC  
 Ami  
 

Ami
 

 EGFR
20

 
EGFR NSCLC  

 Ami  
 EGFR

20
 

Laz 
EGFR

NSCLC 

 Laz  
 EGFR

 
*  

 

7.R.4.1 Ami/Laz  
79 EGFR

NSCLC Ami/Laz

 

 

 NCCN NSCLC v.1.2025  

 EGFR Ex19del L858R NSCLC

Ami/Laz EGFR
Ex19del L858R NSCLC

Osi Ami/Laz

 

 

 DeVita, Hellman, and Rosenberg’s Cancer: Principles and Practice of Oncology 12th ed., J.B.Lippencott 

Company, 2023, USA  

 MARIPOSA EGFR Ex19del L858R

NSCLC 1,074 Ami/Laz Osi Laz

Ami/Laz Osi PFS OS Laz

Osi  

 

Ami/Laz  

EGFR NSCLC

MARIPOSA Ami/Laz 7.R.2 7.R.3

Ami/Laz  

 
79  NCCN NSCLC v.1.2025 NCI-PDQ 2024 8 30 ESMO 2023

2024 DeVita, Hellman, and Rosenberg’s Cancer: Principles and Practice of Oncology 12th 
ed., J.B.Lippencott Company, 2023, USA 7  



 

81 

NSCLC Ami/Laz MARIPOSA

EGFR Ex19del L858R

Ami/Laz

Ami/Laz  

MARIPOSA Ex19del L858R

Ami/Laz Ami/Laz

2024 5

7 EGFR v2.0

 

MARIPOSA EGFR Ex19del L858R

Ami Laz Ami

 
 

   

Ami* 

 EGFR 20

NSCLC 
 EGFR

NSCLC 

 Ami  
 

Ami
 

 EGFR
20 EGFR

 

Laz 
EGFR

NSCLC 

 Laz  
 Laz

 
 EGFR

 
*  

 

Ami/Laz EGFR NSCLC

EGFR-TKI Osi PEM

 

 EGFR-TKI  

EGFR NSCLC

MARIPOSA

BICR PFS Osi Ami/Laz

EGFR-TKI Ami/Laz  

 2024 Osi EGFR-TKI

 

 NCCN NSCLC v.10.2024 Osi Preferred

EGFR-TKI Other Recommended  

 ESMO 2023 Osi

EGFR-TKI  
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 Osi PEM  

Osi PEM Ami/Laz

Ami/Laz

 

 

 

 

 MARIPOSA

Ami/Laz

EGFR

 

 MARIPOSA Ami/Laz

 

 

Ami Laz EGFR
NSCLC Ami Laz EGFR

NSCLC  
 

   

Ami* 

 EGFR 20

NSCLC 
 EGFR

NSCLC 

EGFR 20 NSCLC  
 Ami  
 

Ami
 

 EGFR
20

 
EGFR NSCLC  

 Ami  
 EGFR

20
 

Laz 
EGFR

NSCLC 

 Laz  
 EGFR

 
*  

 

Ami/Laz

EGFR v2.0 Ami/Laz

2  
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7.R.4.2 65 Ami/Laz  

MARIPOSA OS 2024 5 13

65 OS 1 Ami/Laz

Ami/Laz

 

 

  

MARIPOSA PFS 2023 8 11

Kaplan-Meier 69 10 OS 2024 5 13

Kaplan-Meier 70 11  
 

69 PFS BICR FAS 2023 8 11  
   %  95%CI  * 95%CI  

65  
Ami/Laz  235  94 40.0    20.47,  

0.50 0.39, 0.65  
Osi  237 153 64.6    14.75 12.91, 16.59  

65  
75  

Ami/Laz  143  71 49.7    18.43 14.55, 25.76  
1.19 0.85, 1.67  

Osi  139  67 48.2    22.14 16.95, 27.50  

75  
Ami/Laz  51  27 52.9  20.30 16.46,  

0.77 0.46, 1.30  
Osi  53  32 60.4    15.90 11.17, 20.40  

* Cox  

 

  



 

84 

 

 

 
10 PFS Kaplan-Meier BICR FAS 2023 8 11  

65 65 75 75  

 
70 OS FAS 2024 5 13  

   %  95%CI  * 95%CI  

65  
Ami/Laz  235  59 25.1  ,  

0.51 0.37, 0.70  
Osi  237 102 43.0  36.86 30.62,  

65  
75  

Ami/Laz  143  61 42.7     29.14,  
1.33 0.91, 1.92  

Osi  139  51 36.7     34.63,  

75  
Ami/Laz  51  22 43.1  36.01 23.85,  

0.93 0.52, 1.66  
Osi  53  24 45.3     23.36,  

* Cox  

 



 

85 

 

 
11 OS Kaplan-Meier FAS 2024 5 13  

65 65 75 75  

 

65 65 75 75 Osi

Ami/Laz PFS OS Osi

PFS OS

Ami/Laz

65

75 80

65

Ami/Laz  

 

  

MARIPOSA 71 Ami/Laz 65

65 75 75

65 Ami/Laz 65 65

75 75

 

 
80  65 75 Osi

OS 95%CI 1.32 0.91, 1.93
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 65 75 2

1 75 2 1

1 NSCLC

 

 MARIPOSA Ami/Laz

7.R.5.2  

 65

 

71 MARIPOSA 2023 8 11  

 

%  
Ami/Laz  Osi  

65  65  
75  75  65  65  

75  75  

233  139  49  237  139  52  
 233 100  139 100  49 100  234 98.7  139 100  52 100  

Grade 3  163 70.0  109 78.4  44 89.8   91 38.4   68 48.9  24 46.2  
  8 3.4   15 10.8  11 22.4  16 6.8   5 3.6  10 19.2  

*1 0  2 1.4  2 4.1  1 0.4  0 1 1.9  
  89 38.2   85 61.2  31 63.3   78 32.9   42 30.2  23 44.2  

*1  41 17.6   41 29.5  15 30.6  11 4.6   8 5.8  5 9.6  
*2  59 25.3   59 42.4  29 59.2   30 12.7  13 9.4  15 28.8  

Ami  58 24.9   58 41.7  29 59.2     
Laz  28 12.0   40 28.8  17 34.7     
Osi     30 12.7  13 9.4  15 28.8  

*2 217 93.1  122 87.8  43 87.8  82 34.6  58 41.7  25 48.1  
Ami 213 91.4  116 83.5  41 83.7     
Laz 171 73.4  91 65.5  37 75.5     
Osi     82 34.6   58 41.7  25 48.1  

*2 147 63.1   76 54.7  26 53.1  13 5.5   5 3.6  5 9.6  
Ami 114 48.9   57 41.0  22 44.9     
Laz 102 43.8   53 38.1  21 42;9     
Osi    13 5.5   5 3.6  5 9.6  

*1 *2
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72 * 
MARIPOSA 2023 11 17  

PT 
MedDRA ver.25.0  

%  
Ami/Laz  Osi  

65  65  
75  75  65  65  

75  75  

233  139  49  237  139  52  
 8 3.4  15 10.8  12 24.5  17 7.2  5 3.6  10 19.2  

 3 1.3  1 0.7  2 4.1  1 0.4  1 0.7  2 3.8  
 1 0.4  3 2.2  0 2 0.8  0 0 

 1 0.4  2 1.4  1 2.0  0 0 1 1.9  
 0 3 2.2  0 1 0.4  0 1 1.9  

 0 1 0.7  2 4.1  0 0 0 
 1 0.4  0 1 2.0  1 0.4  1 0.7  0 

 0 0 2 4.1  1 0.4  0 0 
 0 0 1 2.0  0 0 0 

 1 0.4  0 0 0 0 0 
 1 0.4  0 0 0 0 0 

COVID-19 0 0 1 2.0  1 0.4  1 0.7  1 1.9  
COVID-19  0 1 0.7  0 0 0 0 

 0 1 0.7  0 0 0 0 
 0 1 0.7  0 0 0 0 

 0 1 0.7  0 0 0 0 
 0 1 0.7  0 0 0 0 

 1 0.4  0 0 0 0 0 
 0 1 0.7  0 0 0 0 

 0 1 0.7  0 1 0.4  0 0 
 0 0 1 2.0  0 0 0 

 0 0 1 2.0  0 0 0 
 0 0 0 0 0 0 

 93 39.9   86 61.9  32 65.3   80 33.8  43 30.9  24 46.2  
 9 3.9  13 9.4  4 8.2   5 2.1  4 2.9  1 1.9  

 8 3.4   7 5.0   5 10.2  10 4.2  8 5.8  4 7.7  
 7 3.0   4 2.9  1 2.0   1 0.4  0 1 1.9  

 6 2.6   4 2.9  0  7 3.0  7 5.0  3 5.8  
ALT  6 2.6   2 1.4  0  4 1.7  2 1.4  0 

 5 2.1   4 2.9  0 0 0 0 
COVID-19 4 1.7   3 2.2  3 6.1   3 1.3  3 2.2  3 5.8  

 4 1.7   1 0.7  2 4.1  0 0 0 
 3 1.3   2 1.4  3 6.1   2 0.8  3 2.2  3 5.8  

 2 0.9   3 2.2  0  2 0.8  0 2 3.8  
 2 0.9   3 2.2  0  3 1.3  1 0.7  1 1.9  

 1 0.4   5 3.6  0  2 0.8  0 0 
* Ami/Laz

2%  
 

EGFR NSCLC

Ami/Laz  

 

 

MARIPOSA 65 65 75 75

Osi Ami/Laz PFS OS

Ami Laz 65
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Ami/Laz

MARIPOSA  

 Ami/Laz 65 65 75

Osi

 

 Ami/Laz EGFR NSCLC

EGFR-TKI Ami MARIPOSA

Osi Laz Ami/Laz

 

 

7.R.5  

Ami Laz

 
 



 

89 

   

Ami* 

EGFR 20  

3 1
Ami

 
 

    

80 kg
 

1  

1  350 mg 
2  1,050 mg 
8 15

 
1,400 mg 

2  1  1,400 mg 
3

 1  
1,750 mg 

80 kg
 

1  

1  350 mg 
2  1,400 mg 
8 15

 
1,750 mg 

2  1  1,750 mg 
3

 1  
2,100 mg 

 
EGFR  

Laz 4 1
Ami

 
 

    

80 kg
 

1  

1  350 mg 
2  700 mg 
8 15

22  1,050 mg 

2
 

1 15
 1,050 mg 

80 kg
 

1  

1  350 mg 
2  1,050 mg 
8 15

22  1,400 mg 

2
 

1 15
 1,400 mg 

 

  
EGFR 20  

Ami  
 

  /250 mL  
 

 2  
80 kg  

1  

1  350 mg 50 mL  75 mL  
2  1,050 mg 33 mL  50 mL  
8  1,400 mg 65 mL  
15  1,400 mg 85 mL  

2  1  1,400 mg 125 mL  
3  1  1,750 mg 125 mL  

80 kg  

1  

1  350 mg 50 mL  75 mL  
2  1,400 mg 25 mL  50 mL  
8  1,750 mg 65 mL  
15  1,750 mg 85 mL  

2  1  1,750 mg 125 mL  
3  1  2,100 mg 125 mL  

Infusion reaction 2
 

 
EGFR  

Ami Laz  

  /250 mL  

 

 
2
 

80 kg  

1  

1  350 mg 50 mL  75 mL  
2  700 mg 50 mL  75 mL  
8  1,050 mg 85 mL  
15 22  1,050 mg 125 mL  

2  1 15  1,050 mg 125 mL  
80 kg  

1  

1  350 mg 50 mL  75 mL  
2  1,050 mg 35 mL  50 mL  
8  1,400 mg 65 mL  
15  1,400 mg 85 mL  
22  1,400 mg 125 mL  

2  1 15  1,400 mg 125 mL  
Infusion reaction 2

 
 
 Ami infusion reaction Ami 1

1 2
H2

1 8
H2

 
 Ami Laz

4 1 2.5 mg BID
1 30 mg QD  

 Ami  
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Laz 
Ami Laz

240 mg 1 1
 

 Laz  
 Laz Ami

4 1 2.5 mg BID
1 30 mg QD  

 Laz  
*  

 

 

7.R.2 7.R.3

Ami Laz

 
 



 

91 

   

Ami* 

EGFR 20
NSCLC  

3 1
Ami

 
 

    

80 kg
 

1  

1  350 mg 
2  1,050 mg 
8 15

 1,400 mg 

2  1  1,400 mg 
3

 1  1,750 mg 

80 kg
 

1  

1  350 mg 
2  1,400 mg 
8 15

 1,750 mg 

2  1  1,750 mg 
3

 1  2,100 mg 

 
EGFR

NSCLC  
Laz 4 1

Ami
 

 

    

80 kg
 

1  

1  350 mg 
2  700 mg 
8 15

22  1,050 mg 

2
 

1 15
 1,050 mg 

80 kg
 

1  

1  350 mg 
2  1,050 mg 
8 15

22  1,400 mg 

2
 

1 15
 1,400 mg 

 

  
Ami  

 

  /250 mL  
 

 2  
80 kg  

1  

1  350 mg 50 mL  75 mL  
2  1,050 mg 33 mL  50 mL  
8  1,400 mg 65 mL  
15  1,400 mg 85 mL  

2  1  1,400 mg 125 mL  
3  1  1,750 mg 125 mL  

80 kg  

1  

1  350 mg 50 mL  75 mL  
2  1,400 mg 25 mL  50 mL  
8  1,750 mg 65 mL  
15  1,750 mg 85 mL  

2  1  1,750 mg 125 mL  
3  1  2,100 mg 125 mL  

Infusion reaction 2
 

 
Ami Laz  

  /250 mL  
 

 2  
80 kg  

1  

1  350 mg 50 mL  75 mL  
2  700 mg 50 mL  75 mL  
8  1,050 mg 85 mL  
15 22  1,050 mg 125 mL  

2  1 15  1,050 mg 125 mL  
80 kg  

1  

1  350 mg 50 mL  75 mL  
2  1,050 mg 35 mL  50 mL  
8  1,400 mg 65 mL  
15  1,400 mg 85 mL  
22  1,400 mg 125 mL  

2  1 15  1,400 mg 125 mL  
Infusion reaction 2

 
 
 Ami infusion reaction Ami 1

1 2
H2 1

8
H2  

 Laz
4 1 2.5 mg BID  

 Ami  

Laz 
Ami Laz

240 mg 1 1
 

 Ami
4 1 2.5 mg BID  

 Laz  
*  

 

7.R.5.1 Ami Laz  

Ami Laz  
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EDI1001 Ami/Laz NSC1001

b Ami/Laz

MARIPOSA EGFR
NSCLC Ami/Laz 7.R.2 7.R.3

Ami Laz Ami

 
 

Ami 

 EDI1001 Ami 4 1 Ami RP2D 80 kg
1,050 mg 80 kg 1,400 mg 1 QW 2

Q2W 1 1 350 mg 1 2
6 8 14 350 mg  

 EDI1001 Ami 1 1 infusion reaction
Ami 2 1 1 2

2 infusion reaction 1 8
2

 
Laz  NSC1001 Laz RP2D 240 mg QD  

 

Ami MARIPOSA infusion reaction Ami

Laz Laz

Laz

 

Ami Laz  
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Ami* 

EGFR 20  
7.R.5  

 
EGFR  

Laz 4 1
Ami

 
 

    

80 kg
 

1  

1  350 mg 
2  700 mg 
8 15

22  1,050 mg 

2
 

1 15
 1,050 mg 

80 kg
 

1  

1  350 mg 
2  1,050 mg 
8 15

22  1,400 mg 

2
 

1 15
 1,400 mg 

 

  
EGFR 20  

Ami  
 

  /250 mL  

 

 2
 

7.R.5  
 

EGFR  
Ami Laz  

  /250 mL  

 

 2
 

80 kg  

1  

1  350 mg 50 mL  75 mL  
2  700 mg 50 mL  75 mL  
8  1,050 mg 85 mL  
15 22  1,050 mg 125 mL  

2
 1 15  1,050 mg 125 mL  

80 kg  

1  

1  350 mg 50 mL  75 mL  
2  1,050 mg 35 mL  50 mL  
8  1,400 mg 65 mL  
15  1,400 mg 85 mL  
22  1,400 mg 125 mL  

2
 1 15  1,400 mg 125 mL  

Infusion reaction 2
 

 
 Ami infusion reaction  

Laz 
Ami Laz

240 mg 1 1
 

 Laz  

*  

 

 

Laz Ami Laz

Laz Laz

 

Ami Laz
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Ami* 

EGFR 20
NSCLC  

7.R.5  
 

EGFR
NSCLC  
Laz 4 1

Ami
 

 

    

80 kg
 

1  

1  350 mg 
2  700 mg 
8 15

22  1,050 mg 

2
 

1 15
 1,050 mg 

80 kg
 

1  

1  350 mg 
2  1,050 mg 
8 15

22  1,400 mg 

2
 

1 15
 1,400 mg 

 

  
Ami  

 

  /250 mL  

 

 2
 

7.R.5  
 

Ami Laz  

  /250 mL  

 

 2
 

80 kg  

1  

1  350 mg 50 mL  75 mL  
2  700 mg 50 mL  75 mL  
8  1,050 mg 85 mL  
15 22  1,050 mg 125 mL  

2
 1 15  1,050 mg 125 mL  

80 kg  

1  

1  350 mg 50 mL  75 mL  
2  1,050 mg 35 mL  50 mL  
8  1,400 mg 65 mL  
15  1,400 mg 85 mL  
22  1,400 mg 125 mL  

2
 1 15  1,400 mg 125 mL  

Infusion reaction 2
 

 
 Ami infusion reaction  

Laz 
Ami Laz

240 mg 1 1
 

 

*  

 

7.R.5.2 Ami/Laz  

Ami/Laz

 

MARIPOSA

Ami/Laz 7.R.3.4

MARIPOSA Ami/Laz EGFR
NSCLC Laz Ami

PK PALOMA-3

Ami/Laz 4

PALOMA-3 Ami  
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PALOMA-3 Ami/Laz 210

171 81 MARIPOSA Ami/Laz 421 82

73 74  
 

73  
PALOMA-3 Ami/Laz 2024 1 3

MARIPOSA Ami/Laz 2023 8 11  

PT 

MedDRA ver.25.0  

%  
  

PALOMA-3
Ami/Laz

 
171  

MARIPOSA
Ami/Laz  

421  

PALOMA-3
Ami/Laz

 
9  

MARIPOSA
Ami/Laz  

29  

Grade  20 11.7  157 37.3  1 11.1  11 37.9  
Grade 3  2 1.2   47 11.2  0  5 17.2  

 0  2 0.5  0 0 
 3 1.8   46 10.9  0  5 17.2  

 0 12 2.9  0  3 10.3  

 
74  

PALOMA-3 Ami/Laz 2024 1 3
MARIPOSA Ami/Laz 2023 8 11  

PT 

MedDRA ver.25.0  

%  
  

PALOMA-3
Ami/Laz

171  

MARIPOSA
Ami/Laz  

421  

PALOMA-3
Ami/Laz

9  

MARIPOSA
Ami/Laz  

29  

Grade  48 28.1  116 27.6  4 44.4  10 34.5  
Grade 3  1 0.6   6 1.4  0 0 

 0  1 0.2  0 0 
 2 1.2   7 1.7  0 0 

 0  1 0.2  0 0 

 

PALOMA-3 Ami/Laz

MARIPOSA Ami/Laz

NCCN NSCLC v.10.2024

Ami/Laz

Ami/Laz 4

 

 
81  3 76 36.2% 54 25.7%

35 16.7% 17 8.1% bemiparin 
sodium 3 1.4%  

82  MedDRA SMQ MedDRA PT

 



 

96 

 

Ami/Laz

 

83

84

2.5 mg BID  
 

 
     

AVERT  
N Engl J Med 

2019; 380: 711-9   
2.5 mg BID

180
 

Khorana
2

 

 
180

4.2% 12/288 10.2% 28/275

95%CI 0.41 0.26, 0.65  
 

 
3.5% 10

1.8% 5  

 

EGFR
NSCLC Ami/Laz

2.5 mg BID  

 PALOMA-3 Ami/Laz

MARIPOSA Ami/Laz

75 76  

 PALOMA-3 Ami/Laz 85 2.5 mg BID

 
 

 
83  NCCN v.2.2024 ASCO 2023  
84  5 Khorana score Blood 2008; 111: 4902-7 2  

  
 2  
 1  

 350 109/L 1  
 10 g/dL 1  
 11 109/L 1  
 BMI 35 kg/m2 1  

85  54 2.5 mg BID 36 5 mg BID 10 2.5 mg QD 4
5 mg QD 2 10 mg BID 10 mg QD 1  
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75  
PALOMA-3 Ami/Laz 2024 1 3

MARIPOSA Ami/Laz 2023 8 11  

PT 

MedDRA ver.25.0  

%  
 

PALOMA-3 Ami/Laz

 
54  

MARIPOSA Ami/Laz
 

421  

Grade  4 7.4  157 37.3  
Grade 3  0  47 11.2  

 0  2 0.5  
 0  46 10.9  

 0 12 2.9  

 
76  

PALOMA-3 Ami/Laz 2024 1 3
MARIPOSA Ami/Laz 2023 8 11  

PT 

MedDRA ver.25.0  

%  
 

PALOMA-3 Ami/Laz

 
54  

MARIPOSA Ami/Laz
 

421  

Grade  14 25.9  116 27.6  
Grade 3  0  6 1.4  

 0  1 0.2  
 0  7 1.7  

 0  1 0.2  

 

 PK

 

 Ami Laz

 

 in vitro CYP3A P-gp BCRP CYP3A

BCRP 6 7 17

2.5 mg 5 mg  

 in vitro Laz CYP3A P-gp BCRP CYP3A

Laz P-gp

4.2.5.1 4.2.5.3 6.2.2.3

30 7 23 0723 4  

 Laz CYP3A GST M1-1

CYP3A GST

4.2.3.1 23 12 21 2.5 mg

5 mg  
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 Ami

6 8 14 350 mg

 

 
4 5 17 2.5 mg 5 mg

 

 

30 mg QD Ami/Laz

 

 30 mg QD

Circ Rep 2020; 2: 192-202 BMC Cancer 2022; 22: 1322

Circulation 2023; 148: 1665-76  

 PALOMA-3 Ami/Laz

MARIPOSA Ami/Laz

77 78  

 PALOMA-3 Ami/Laz 86 30 mg QD

 
 

77  
PALOMA-3 Ami/Laz 2024 1 3

MARIPOSA Ami/Laz 2023 8 11  

PT 

MedDRA ver.25.0  

%  
 

PALOMA-3 Ami/Laz

 
17  

MARIPOSA Ami/Laz
 

421  

Grade  2 11.8  157 37.3  
Grade 3  0  47 11.2  

 0  2 0.5  
 0  46 10.9  

 0 12 2.9  

 

 
86  17 30 mg QD 12 60 mg QD 4 30 mg BID 1
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78  
PALOMA-3 Ami/Laz 2024 1 3

MARIPOSA Ami/Laz 2023 8 11  

PT 

MedDRA ver.25.0  

%  
 

PALOMA-3 Ami/Laz

 
17  

MARIPOSA Ami/Laz
 

421  

Grade  8 47.1  116 27.6  
Grade 3  0  6 1.4  

 0  1 0.2  
 0  7 1.7  

 0  1 0.2  

 

 PALOMA-3 Ami/Laz 9

8  

 Ami Laz

 

 4

7 15 15 mg 30 mg 60 mg OD 15 mg

OD 30 mg OD 60 mg

 

 

Ami Laz

6 5 31 0531 1

0531 3 0531 1 Ami Laz

 
 

Ami Ami Laz 4
1 2.5 mg BID 1 30 mg QD  

Laz Laz Ami 4
1 2.5 mg BID 1 30 mg QD  

 

 

Ami/Laz

Ami/Laz 2.5 mg BID

Ami/Laz

 

 

Ami Laz
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Ami Laz 4
1 2.5 mg BID  

Laz Ami 4
1 2.5 mg BID  

 

Ami/Laz

EGFR NSCLC

 

 

7.R.5.3  

Ami Laz  

MARIPOSA Ami Laz

Ami/Laz

MARIPOSA Ami Laz
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MARIPOSA Ami/Laz
Ami/Laz

Ami Laz MARIPOSA
EGFR-TKI Ami

Ami
Laz  

Grade 2  

 

MARIPOSA Grade 2 Ami Laz 87

2  
 MARIPOSA Grade 2

2
Ami  

 MARIPOSA EGFR-TKI Ami
Ami

Grade 1 Laz
 

Grade 3  

 

MARIPOSA Grade 3 Ami Laz
1 Ami Laz

87  
 Grade 2 Ami

 
 MARIPOSA 1 MARIPOSA

1
 

 2 Grade 2
Ami Laz  

Grade 2  
*

 

MARIPOSA Grade 2 Ami Laz
87 28

Grade 2
 

Grade 3
4  

*

 

MARIPOSA Grade 3 4 Ami Laz
28 Ami Laz

 

* infusion reaction ILD Ami/Laz  

 

 

 
 

 
Ami Laz  

Ami Ami Laz Laz
 

 
Ami Laz  

MARIPOSA Ami/Laz
Ami Laz

Ami
Laz Laz

 

Grade 1  
 

Ami Laz  

MARIPOSA Grade 1 2
Ami/Laz Ami

2 MARIPOSA Ami/Laz
Laz

 

Grade 2  
 

Ami Laz  

MARIPOSA Grade 2 Ami Laz
MARIPOSA

Ami/Laz Ami Laz
 

 
87  Laz Laz  
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Grade 3  
 

Ami Laz  

MARIPOSA Grade 3 1
MARIPOSA

Ami/Laz Ami Laz
1 MARIPOSA

Grade 3 Ami Laz

 

Grade 4
 

 
Ami Laz  

MARIPOSA Grade 4 1
Ami Laz

Grade 2 Laz
 

Grade 4 Grade 
3  
 MARIPOSA Ami/Laz Laz Grade 4

Grade 3
Ami Laz  

 Ami/Laz Grade 4 Ami
 

 MARIPOSA Laz
 

 
MARIPOSA Ami/Laz Laz

Laz  

Grade 2  
*  

Ami Laz  

MARIPOSA Grade 2 Ami Laz
28 Ami Laz

MARIPOSA
 

Grade 4  
*  
Laz  

MARIPOSA Grade 4 Laz
Laz Laz

Grade 4

 
* infusion reaction ILD Ami/Laz  

 

Ami Laz

 

 

Ami  

 Ami Ami

 
 

Ami  

 1  2  3  

1,050 mg 700 mg 350 mg 

 
1,400 mg 1,050 mg 700 mg 
1,750 mg 1,400 mg 1,050 mg 
2,100 mg 1,750 mg 1,400 mg 
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Ami  
Infusion Reaction 

*  

Grade 1 2 

  
 50%  
 30 infusion reaction

2 infusion reaction
 

 Grade 2 infusion reaction Grade 2 infusion reaction
 

Grade 3 

  
 Grade 2

 
 Grade 3 infusion reaction  

Grade 4  
 

ILD 
  
  
  

 

Laz  
  

  

  
 

 
*  

Grade 1 2  

Grade 2  Laz  
 2  

Grade 3 

 Grade 2  
 Laz 1 2 Grade 2

2 Grade 2
 

Grade 4 
  

 

 
*  

Grade 2 
 1  
 Laz 28

28  

Grade 3 

 Grade 1  
 1  
 1  
 4  

Grade 4  
* Grade NCI-CTCAE v5.0  

 

Laz  

 Laz Laz

 
 

Laz  
 1  2  3  

 160 mg  80 mg   



 

104 

 
 

ILD 
  
  
  

 

Ami  
  

  

  
 

 
*1  

Grade 2  *2  
 2  

Grade 3 
1 2 Grade 2 *2

2 Grade 2
 

Grade 4 
1 2 Grade 2

2 Grade 2
 

  
 

 
*1  

Grade 2 
  
 28 28

 

Grade 3 
 Grade 1  
 4 *3 4

 

Grade 4 
  
 Grade 1 4

*3 4  
*1 Grade NCI-CTCAE v5.0 *2 Laz Ami *3 Laz

Laz Ami  

 

7.R.6 RMP  

Ami Laz 24 4 11 0411

1 0411 2 4 3

18 0318 2 0318 1 RMP  

7.R.3 Ami Laz

RMP 79 80  
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79 Ami RMP  
 

   
 infusion reaction 
 ILD 
  
 Laz  

 Laz  
 Laz  
  
  
  

 

 
 

 

 
80 Laz RMP  

 
   

 ILD 
 Ami  
  
  
  
  

 Ami  
 Ami  
  
  
  

 

 
 

 

7.R.7  

 

EGFR NSCLC Ami/Laz

7.R.3.4 Ami/Laz

7.R.5.2 MARIPOSA

 

MARIPOSA

100 1  

 

 

Ami/Laz

7.R.3 Ami/Laz

EGFR NSCLC

 

 Ami/Laz Ami/Laz

 

 Ami/Laz 7.R.3 Ami Laz EGFR

Ami MET
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 EGFR-TKI 88  

 

Ami/Laz

 

 

7.3  

7.1

7.2  

 

7.3.1 EDI1001  

7.3.1.1 Ami/Laz 1 

Ami 700/1,050 mg 89 Ami 

1,050/1,400 mg 90 30% 81

 
 

 
88   

Osi 2016 3 EGFR EGFR T790M
2018 8 EGFR 2022 8 EGFR

2002 7 2011
11 EGFR 2007 10

2011 7 2013 6
EGFR 2014

1 EGFR 2019 1 EGFR
 

89  80 kg 700 mg 80 kg 1,050 mg 
90  80 kg 1,050 mg 80 kg 1,400 mg 
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81 30%  

SOC 
PT 
MedDRA ver.25.0  

%  
Ami 700 mg/1,050 mg  

11  
Ami 1,050 mg/1,400 mg  

52  
Grade Grade 3  Grade Grade 3  

 11 100   7 63.6  52 100  27 51.9  
     

  4 36.4  0 25 48.1  3 5.8  
  7 63.6  1 9.1  21 40.4  4 7.7  

  4 36.4  0 19 36.5  0 
     
  6 54.5  0 37 71.2  3 5.8  

  4 36.4  0 11 21.2  0 
     

  8 72.7  1 9.1  42 80.8  2 3.8  
     
  5 45.5  0 18 34.6  0 
     

ALT   2 18.2   2 18.2  27 51.9  3 5.8  
AST   2 18.2  1 9.1  25 48.1  2 3.8  

     
  6 54.5  0 14 26.9  0 

  4 36.4  0  9 17.3  0 
     

  8 72.7  1 9.1  29 55.8  0 

 

Ami 700/1,050 mg 5/11 45.5% Ami 1,050/1,400 mg 19/52 36.5%

2% Ami 700/1,050 mg

1 9.1% Ami 1,050/1,400 mg

2 3.8% Ami 1,050/1,400 mg

2  

Ami 700/1,050 mg 3/11 27.3% Ami 1,050/1,400 mg

9/52 17.3% 2% Ami 

700/1,050 mg 1 9.1% Ami 1,050/1,400 mg

Ami 700/1,050 mg 1  

 

7.3.1.2 Ami/Laz 2 

30%

82  
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82 30%  
SOC 

PT 
MedDRA ver.25.0  

%  
45  

Grade Grade 3  
 45 100  31 68.9  

   
 35 77.8  0 

   
 24 53.3  2 4.4  

 14 31.1  0 
 14 31.1  0 

   
 21 46.7  0 
 14 31.1  0 

   
 17 37.8  0 

 14 31.1  0 
   

 23 51.1  2 4.4  
   
 18 40.0  2 4.4  

   
AST  17 37.8  2 4.4  
ALT  16 35.6   6 13.3  

 

22/45 48.9% 2 5

11.1% 2 4.4%

 

15/45 33.3% 2

4 8.9%  

 

7.3.2 b NSC1001  

7.3.2.1  

160 mg 3/3 100% 240 mg 5/5 100% 320 mg 3/4 75.0%

160 mg 3/3 100% 240 mg

5/5 100% 320 mg 2/4 50.0% 2

83  
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83 2  

SOC 
PT 
MedDRA ver.25.0  

%  
160 mg  

3  
240 mg  

5  
320 mg  

4  
Grade Grade 3  Grade Grade 3  Grade Grade 3  

 3 100  1 33.3  5 100  0 3 75.0  1 25.0  
       

 1 33.3  0 3 60.0  0 2 50.0  0 
 0 0 0 0 2 50.0  0 

       
 0 0 0 0 2 50.0  0 

       
 0 0 3 60.0  0 1 25.0  0 

 0 0 2 40.0  0 1 25.0  0 
       

 0 0 2 40.0  0 1 25.0  0 
       

 0 0 2 40.0  0 0 0 

 

160 mg 1 33.3% 240 mg 320 mg

1 25.0%  

 

 

7.3.2.2 b  

Ami 1,050 mg Ami 1,400 mg

2 84  
 

84 2  

SOC 
PT 
MedDRA ver.25.0  

%   
Ami 1,050 mg  

3  
Ami 1,400 mg  

3  
Grade Grade 3  Grade Grade 3  

 3 100  2 66.7  3 100  3 100  
     

 1 33.3  0 2 66.7  0 
 2 66.7  0 1 33.3  0 

 3 100  1 33.3  1 33.3  0 
     

 2 66.7  0 3 100  0 
     
 2 66.7  0 3 100  2 66.7  

     
 3 100  1 33.3  2 66.7  0 

 1 33.3  0 2 66.7  0 
     

 1 33.3  0 2 66.7  0 
     

ALT  0 0 2 66.7  1 33.3  
AST  0 0 2 66.7  0 

 

Ami 1,050 mg 1 33.3% Ami 1,400 mg 3 100%

Ami 1,050 mg 1 33.3% Ami 1,400 mg
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1 33.3% Ami 1,050 mg

1 Ami 1,400 mg 1  

Ami 1,050 mg 2 66.7% Ami 1,400 mg 2

66.7% Ami 1,050 mg

1 33.3% Ami 1,400 mg 1 33.3%

Ami 1,050 mg 1 Ami 1,400 mg 1

 

 

7.3.2.3 b Ami/Laz A 

161/162 99.4%

30% 85  
 

85 30%  
SOC 

PT 
MedDRA ver.25.0  

%  
162  

Grade Grade 3  
 162 100  120 74.1  

   
  73 45.1   4 2.5  

  56 34.6   8 4.9  
   
  64 39.5   3 1.9  

   
  84 51.9   8 4.9  

   
 110 67.9  15 9.3  

   
  76 46.9  16 9.9  

   
ALT   51 31.5   6 3.7  

 

88 54.3% 2%

12 7.4% 10 6.2% 6 3.7%

4 2.5% 6 1

 

37 22.8% 2%

7 4.3% 7

 

 

7.3.3 MARIPOSA  

Ami/Laz 421/421 100% Osi 425/428 99.3% Laz 213/213

100% Ami/Laz 414/421 98.3%

Osi 378/428 88.3% Laz 201/213 94.4%

30% 86  
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86 30%  

SOC 
PT 

MedDRA ver.25.0  

%  
Ami/Laz  

421  
Osi  
428  

Laz  
213  

Grade Grade 3  Grade Grade 3  Grade Grade 3  
 421 100  316 75.1  425 99.3  183 42.8  213 100  97 45.5  

       
 260 61.8   65 15.4  131 30.6   3 0.7   95 44.6  4 1.9  

       
 288 68.4   46 10.9  121 28.3   2 0.5   61 28.6  2 0.9  
       

 123 29.2   9 2.1  190 44.4   3 0.7   68 31.9  4 1.9  
       

 150 35.6   8 1.9  24 5.6  0  24 11.3  0 
       
 204 48.5  22 5.2  26 6.1  0 17 8.0  0 

       
 265 62.9  27 6.4  0 0 0 0 

       
ALT  152 36.1  21 5.0   57 13.3   8 1.9   50 23.5  6 2.8  

 

Ami/Laz 205/421 48.7% Osi 143/428 33.4% Laz 75/213

35.2% 2% Ami/Laz 26

6.2% 17 4.0% 12 2.9% COVID-19 10 2.4%

9 2.1% Osi 21 4.9% 17 4.0% 11 2.6%

COVID-19 10 2.3% Laz 8 3.8% 7 3.3%

Ami/Laz 17 9 4 2 1

Osi 2 1 Laz 2

 

Ami/Laz 147/421 34.9% Osi 58/428 13.6%

Laz 28/213 13.1% 2%

Ami/Laz 19 4.5% 14 3.3% 11 2.6% Osi

Laz Ami/Laz 19 13 11

 

 

7.3.4 NSC2001  

7.3.4.1 A 

20 mg 3/3 100% 40 mg 4/7 57.1% 80 mg 6/6 100%

120 mg 6/6 100% 160 mg 5/6 83.3% 240 mg 5/5 100% 320 mg

5/5 100 20 mg 2//3 66.7%

40 mg 2/7 28.6% 80 mg 4/6 66.7% 120 mg 5/6 83.3% 160 mg 4/6

66.7% 240 mg 5/5 100% 320 mg 4/5 80.0%  

30% 80 mg 2 33.3%

120 mg 3 50.0% 2

33.3% 160 mg 3 50.0% 2 33.3% 240 mg
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3 60.0% 2 40.0%

320 mg 2 40.0%  

20 mg 1/3 33.3% 40 mg 2/7 28.6% 80 mg 2/6 33.3%

120 mg 4/6 66.7% 320 mg 1/5 20.0%

20 mg 1 33.3% 40 mg 1 14.3% 80 mg

1 16.7% 120 mg

1 16.7% 320 mg 1 20.0% 80 mg 1

 

40 mg 1/7 14.3%

1  

 

7.3.4.2 B 

40 mg 20/20 100% 80 mg 12/14 85.7% 120 mg 19/19 100%

160 mg 16/17 94.1% 240 mg 19/19 100%

40 mg 13/20 65.0% 80 mg 9/14 64.3% 120 mg 17/19

89.5% 160 mg 14/17 82.4% 240 mg 17/19 89.5%  

30% 80 mg 6 42.9% 160 mg 6

35.3% 240 mg 9 47.4% 6 31.6%

 

40 mg 6/20 30.0% 80 mg 3/14 21.4% 120 mg 4/19

21.1% 160 mg 4/17 23.5% 240 mg 5/19 26.3% 2

 

40 mg 2/20 10.0% 80 mg 1/14 7.1% 240 mg

1/19 5.3% 40 mg

1 5.0% 80 mg 1 7.1% 240 mg 1 5.3%

40 mg 1 80 mg 1 240 mg 1

 

 

7.3.4.3 C 

43/43 100% 52/54 96.3%

41/43 95.3%

47/54 87.0%  

30% 23 53.5% 20

46.5% 15 34.9% 13 30.2% 24 44.4%

 

15/43 34.9% 14/54 25.9%

2 3 7.0%

2 4.7% 4 7.4% 2

3.7% 1  
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7/43 16.3% 5/54

9.3% 2

2 4.7%  

 

7.3.4.4 D 

240 mg 320 mg

240 mg 15/15 100% 320 mg 11/13 84.6%  

30% 240 mg 6 40.0%

5 33.3% 320 mg 8 61.5% 7 53.8% 4 30.8%

 

240 mg 7/15 46.7% 320 mg 6/13 46.2%

240 mg 2 13.3%

1 6.7% 320 mg COVID-19

1 7.7%

 

240 mg 2/15 13.3% 320 mg 1/13 7.7%

240 mg

1 6.7% 320 mg COVID-19 1 7.7%

 

 

7.3.5 301  

Laz 189/196 96.4% 188/197 95.4%

Laz 172/196 87.8% 168/197

85.3% 20% 87  
 

87 20%  

SOC 
PT 
MedDRA ver.25.0  

%  
Laz  
196  

 
197  

Grade Grade 3  Grade Grade 3  
 189 96.4  80 40.8  188 95.4   84 42.6  

     
 71 36.2  2 1.0   72 36.5   5 2.5  

 52 26.5  1 0.5   36 18.3  0 
     

 77 39.3  5 2.6  13 6.6  0 
     

 51 26.0  5 2.6   77 39.1   1 0.5  
     

ALT  30 15.3  2 1.0   59 29.9  18 9.1  
AST  22 11.2  1 0.5   52 26.4  13 6.6  

 

Laz 51/196 26.0% 51/197 25.9%

2% Laz 8 4.1%
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4 2.0% Laz 1 1

 

Laz 19/196 9.7%

2%  

 

8.  

8.1  

 

 

8.2 GCP  

CTD5.3.5.1.1 GCP

 

 

9. 1  

EGFR NSCLC Ami/Laz

Laz

Ami/Laz EGFR
NSCLC Ami/Laz
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2  

 

7 2 14  

 

 

  350 mg 

   

   

  6 12 6 2  

 

  80 mg 240 mg 

   

   

  6 4 8  

 

 

 

 

1.  

20 12 25 20 8  

 

1.1  

1 7.R.2 EGFR
NSCLC MARIPOSA

BICR PFS Osi Ami/Laz

Ami/Laz

 

 

 

 

1.2  

1 7.R.3 EGFR
NSCLC Ami/Laz Ami

Laz Ami Laz

Ami Laz

Ami/Laz  
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Ami 
infusion reaction ILD

6 8 14 350 mg
Laz  

Laz ILD Ami
 

 

 

 MARIPOSA Ami/Laz

Ami/Laz

Ami/Laz

MARIPOSA MARIPOSA

MARIPOSA Ami/Laz Ami/Laz

MARIPOSA

 

 

Ami/Laz

 

 

1.3  

1 7.R.4

Ami Laz

Ami Laz

65 Ami/Laz

MARIPOSA

 
 

   

Ami* 

 EGFR 20

NSCLC 
 EGFR

NSCLC 

EGFR 20 NSCLC  
 Ami  
 

Ami
 

 EGFR
20

 
EGFR NSCLC  

 Ami  
 EGFR

20
 

Laz 
EGFR

NSCLC 

 Laz  
 EGFR

 
*  
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Ami Laz

65 Ami/Laz

 

1 MARIPOSA OS 2024 12 4

Kaplan-Meier 88 12 OS

2024 12 4 PFS 2023 8 11

65 70 75 89

90 65 OS PFS 1

70 75

Ami/Laz

 
 

88 OS FAS 2024 12 4  
 Ami/Laz  Osi  

 429 429 
%  173 40.3  217 50.6  

95%CI  42.94,  36.73 33.41, 41.03  
95%CI *1 2 0.75 0.61, 0.92  

p *3 0.0048 
*1 EGFR Ex19del L858R

Cox *2 95.16%CI 0.61, 0.92 *3 log-rank
Cox 0.0484 
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12 OS Kaplan-Meier
FAS 2024 12 4

89 OS FAS 2024 12 4
% 95%CI * 95%CI

65
Ami/Laz 235 76 32.3 ,

0.53 0.40, 0.70
Osi 237 123 51.9 35.61 31.05, 42.41

65
Ami/Laz 194 97 50.0 35.61 30.42,

1.11 0.84, 1.48
Osi 192 94 49.0 37.72 34.23,

70
Ami/Laz 320 125 39.1 42.94,

0.72 0.57, 0.91
Osi 310 156 50.3 36.73 32.43, 45.11

70
Ami/Laz 109 48 44.0 43.50 31.21,

0.86 0.59, 1.26
Osi 119 61 51.3 37.32 29.77,

75
Ami/Laz 378 147 38.9 42.94,

0.75 0.60, 0.93
Osi 376 185 49.2 37.22 34.37, 45.11

75
Ami/Laz 51 26 51.0 37.59 23.85,

0.79 0.47, 1.33
Osi 53 32 60.4 32.76 23.36, 39.79

* Cox
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90 PFS BICR FAS 2023 8 11  
   %  95%CI  * 95%CI  

65  
Ami/Laz  235  94 40.0  20.47,  

0.50 0.39, 0.65  
Osi  237 153 64.6  14.75 12.91, 16.59  

65  
Ami/Laz  194  98 50.5  19.12 16.07, 24.05  

1.06 0.80, 1.41  
Osi  192  99 51.6  20.14 16.59, 23.92  

70  
Ami/Laz  320 142 44.4  23.98 18.53,  

0.67 0.54, 0.83  
Osi  310 186 60.0  15.87 13.57, 18.43  

70  
Ami/Laz  109  50 45.9  20.30 16.62,  

0.83 0.58, 1.20  
Osi  119  66 55.5  18.66 16.36, 23.59  

75  
Ami/Laz  378 165 43.7  24.05 18.66,  

0.70 0.57, 0.85  
Osi  376 220 58.5  16.62 14.78, 18.50  

75  
Ami/Laz  51  27 52.9  20.30 16.46,  

0.77 0.46, 1.30  
Osi  53  32 60.4  15.90 11.17, 20.40  

* Cox  

 

 

 

1.4  

1 7.R.5 Ami Laz
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Ami* 

EGFR 20
NSCLC  

3 1
Ami

 
 

    

80 kg
 

1  

1  350 mg 
2  1,050 mg 
8 15

 1,400 mg 

2  1  1,400 mg 
3

 1  1,750 mg 

80 kg
 

1  

1  350 mg 
2  1,400 mg 
8 15

 1,750 mg 

2  1  1,750 mg 
3

 1  2,100 mg 

 
EGFR

NSCLC  
Laz 4 1

Ami
 

 

    

80 kg
 

1  

1  350 mg 
2  700 mg 
8 15

22  1,050 mg 

2
 

1 15
 1,050 mg 

80 kg
 

1  

1  350 mg 
2  1,050 mg 
8 15

22  1,400 mg 

2
 

1 15
 1,400 mg 

 

  
Ami  

 

  /250 mL  
 

 2  
80 kg  

1  

1  350 mg 50 mL  75 mL  
2  1,050 mg 33 mL  50 mL  
8  1,400 mg 65 mL  
15  1,400 mg 85 mL  

2  1  1,400 mg 125 mL  
3  1  1,750 mg 125 mL  

80 kg  

1  

1  350 mg 50 mL  75 mL  
2  1,400 mg 25 mL  50 mL  
8  1,750 mg 65 mL  
15  1,750 mg 85 mL  

2  1  1,750 mg 125 mL  
3  1  2,100 mg 125 mL  

Infusion reaction 2
 

 
Ami Laz  

  /250 mL  

 

 2
 

80 kg  

1  

1  350 mg 50 mL  75 mL  
2  700 mg 50 mL  75 mL  
8  1,050 mg 85 mL  
15 22  1,050 mg 125 mL  

2
 1 15  1,050 mg 125 mL  

80 kg  

1  

1  350 mg 50 mL  75 mL  
2  1,050 mg 35 mL  50 mL  
8  1,400 mg 65 mL  
15  1,400 mg 85 mL  
22  1,400 mg 125 mL  

2
 1 15  1,400 mg 125 mL  

Infusion reaction 2
 

 
 Ami infusion reaction Ami 1

1 2
H2

1 8
H2

 
 Laz

4 1 2.5 mg BID
 

 Ami
1 7.R.5.3  
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Laz 
Ami Laz

240 mg 1 1
 

 Ami
4 1 2.5 mg BID

 
 Laz

1 7.R.5.3  
*  

 

 

 

 

 

1.5 RMP  

1 7.R.6 RMP Ami

Laz RMP 91 92

 
 

91 Ami RMP  
 

   
 infusion reaction 
 ILD 
  
 Laz  

 Laz  
 Laz  
  
  
  

 

 
 

 

 
92 Laz RMP  

 
   

 ILD 
 Ami  
  
  
  
  

 Ami  
 Ami  
  
  
  

 

 
 

 

1 7.R.7

EGFR NSCLC

Ami/Laz

1 7.R.3

Ami/Laz
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Ami Laz RMP 93

94

 
 

93 Ami  
   

 EGFR
20

NSCLC  
 EGFR

20
NSCLC  

 
 

  EGFR
20

NSCLC  
 EGFR

20

NSCLC  
  
  

 

 
94 Laz  

   
     

  
  

 

1.6  

1.6.1 Ami/Laz  

Ami/Laz

EGFR v2.0

MARIPOSA

EGFR v2.0

Ami/Laz  

 

 

 

2.  

Ami Laz

Ami 14 9 23 Laz

8  

 

350 mg  

 

EGFR 20  
EGFR  
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EGFR 20  

3 1

 
 

    

80 kg  
1  

1  350 mg 
2  1,050 mg 

8 15  1,400 mg 
2  1  1,400 mg 

3  1  1,750 mg 

80 kg  
1  

1  350 mg 
2  1,400 mg 

8 15  1,750 mg 
2  1  1,750 mg 

3  1  2,100 mg 

 

EGFR  

4 1

 

    

80 kg  
1  

1  350 mg 
2  700 mg 

8 15  
22  1,050 mg 

2  1 15  1,050 mg 

80 kg  
1  

1  350 mg 
2  1,050 mg 

8 15  
22  1,400 mg 

2  1 15  1,400 mg 
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2.
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3. CT

 

4.

 

 

 

 

 

 

EGFR 20  

1. EGFR 20

 

2.

 

3.   

EGFR  

4. EGFR 20

 

5.  

 

 

1. infusion reaction 1 1

2 H2

1 8

H2  

2.  
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  /250 mL  
 

 2  
80 kg  

1  

1  350 mg 50 mL  75 mL  
2  1,050 mg 33 mL  50 mL  
8  1,400 mg 65 mL  

15  1,400 mg 85 mL  
2  1  1,400 mg 125 mL  

3  1  1,750 mg 125 mL  
80 kg  

1  

1  350 mg 50 mL  75 mL  
2  1,400 mg 25 mL  50 mL  
8  1,750 mg 65 mL  

15  1,750 mg 85 mL  
2  1  1,750 mg 125 mL  

3  1  2,100 mg 125 mL  
Infusion reaction 2  

 
 

  /250 mL  
 

 2  
80 kg  

1  

1  350 mg 50 mL  75 mL  
2  700 mg 50 mL  75 mL  
8  1,050 mg 85 mL  

15 22  1,050 mg 125 mL  
2  1 15  1,050 mg 125 mL  

80 kg  

1  

1  350 mg 50 mL  75 mL  
2  1,050 mg 35 mL  50 mL  
8  1,400 mg 65 mL  

15  1,400 mg 85 mL  
22  1,400 mg 125 mL  

2  1 15  1,400 mg 125 mL  
Infusion reaction 2  

 
3. 4

1 2.5 mg 1 2  

34.

 
 

 
 1  2  3  

1,050 mg 700 mg 350 mg 

 
1,400 mg 1,050 mg 700 mg 
1,750 mg 1,400 mg 1,050 mg 
2,100 mg 1,750 mg 1,400 mg 
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Infusion Reaction 

*  

Grade 1 2 

  
 50%  
 30 infusion reaction

2 infusion reaction
 

 Grade 2 infusion reaction Grade 2 infusion reaction
 

Grade 3 

  
 Grade 2

 
 Grade 3 infusion reaction  

Grade 4  
 

 
  
  
  

 

 
  

:   

  
 

 
*  

Grade 1 2 2  

Grade 2   
 2  

Grade 3 

 Grade 2  
 1 2 Grade 2

2 Grade 2
 

Grade 4 
  

 

 
*  

Grade 2 

  
 1  
 28

28
 

Grade 3 

 Grade 1  
 1  
 1  
 4  

Grade 4  
* Grade NCI-CTCAE v5.04.03  

 

80 mg 240 mg  
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240 mg 1

1  
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3. CT

 

4.

 

 

 

 

 

 

1. EGFR
 

2.

 

 

1.

4 1 2.5 mg 1 2  

2.

 
 

 
 1  2  3  

 160 mg  80 mg   
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1   

Grade 2 
 2  
 2  

Grade 3 
1 2 Grade 2 2

2 Grade 2
 

Grade 4 
1 2 Grade 2

2 Grade 2
 

  
 

 
1   

Grade 2 
  
 28

28  

Grade 3 
 Grade 1  
 4 3 4

 

Grade 4 

  
 Grade 1

4 3 4
 

1 Grade NCI-CTCAE v5.0 2
3

 
 

 



 

i 

 

 

 
   

ADCC antibody dependent cellular 
cytotoxicity 

 

A/G  Albumin/Globulin ratio  
AKT protein kinase B  
ALP alkaline phosphatase  
ALT alanine aminotransferase  
Ami amivantamab (genetical 

recombination) 
 

Ami/Laz  Ami Laz  
ASBT apical sodium-dependent bile 

acid transporter  
ASCO  Venous Thromboembolism 

Prophylaxis and Treatment in 
Patients With Cancer: ASCO 
Guideline Update 

 

AST aspartate aminotransferase  
ATP adenosine triphosphate  
AUC area under concentration-time 

curve 
 

AUC24h AUC from time zero to 24 
hours 

0 24 AUC 

AUC24h, ss AUC from time zero to 24 
hours at steady state 

AUC24h 

AUC120h AUC from time zero to 120 
hours 

0 120 AUC 

AUC168h AUC from time zero to 168 
hours 

0 168 AUC 

AUCinf AUC from time zero to 
infinity 

0 AUC 

AUClast AUC from time zero to the 
last measureable time 

0 AUC 

AUCtau AUC over the dosing interval AUC 
BA bioavailability  
BCRP breast cancer resistance 

protein 
 

BICR blinded independent central 
review 

 

BID bis in die 1 2  
BSEP bile salt export pump  
Cavg average concentration  
Ceoi serum concentration at the end 

of infusion 
 

Cmax maximum concentration  
Cmax, ss maximum concentration at 

steady state 
Cmax 

Ctrough trough concentration  
CI confidence interval  
CLint intrinsic clearance  



 

 ii 

CL/F apparent total body clearance  
COVID-19 coronavirus disease  2

 
CPP critical process parameter  
CQA critical quality attribute  
CrCL creatinine clearance  
CYP cytochrome P450 P450 
14C   14C Laz 
DMSO dimethyl sulfoxide  

DLT dose-limiting toxicity  
efflux ratio  

 
ECOG Eastern Cooperative 

Oncology Group 
 

EGF epidermal growth factor  
EGFR epidermal growth factor 

receptor 
 

EGFR-TKI epidermal growth factor 
receptor-tyrosine kinase 
inhibitor 
 

EGFR  

ERK extracellular signal-
regulated kinase 

 

ESMO  Oncogene-
addicted metastatic non-
small-cell lung cancer: ESMO 
Clinical Practice Guideline for 
diagnosis, treatment and 
follow-up 

 

EU European Union  
Ex19del  EGFR 19  
FAS full analysis set  
FRET fluorescence resonance 

energy transfer 
 

GALT Gut-associated lymphoid 
tissue 

 

GC gas chromatography  
GGT γ-glutamyl transferase γ-  
GHS Globally Harmonized System  
GI50  50%  
GST glutathione S-transferase  S-  
HER human epidermal growth 

factor receptor 
 

hERG human ether-a-go-go 
related gene 

ether-a-go-go  

HGF hepatocyte growth factor  
HTRF homogeneous time-resolved 

fluorescence 
 

ICH Q1E   
15 6 3 0603004

 



 

 iii 

ICH Q3A   
14

12 16 1216001  
IDMC independent data monitoring 

committee 
 

ILD interstitial lung disease  
IR infrared absorption spectrum  
KI concentration causing 

half-maximaml inactivation 
50%

 
kinact maximum inactivation rate 

constant 
 

Laz lazertinib mesilate hydrate  
LC liquid chromatography  
LC-MS/MS liquid chromatography-

tandem mass spectrometry 
 

L858R  EGFR 858 L
R

MATE multidrug and toxin extrusion  
MCH mean corpuscular hemoglobin  
MCHC mean corpuscular hemoglobin 

concentration 
 

MCV mean corpuscular volume  
MedDRA Medical Dictionary for 

Regulatory Activities 
ICH  

MET mesenchymal epithelial 
transition factor 

 

MPE mean photo effect  
mRNA messenger ribonucleic acid  
MRP multidrug resistance 

associated protein 
 

MS mass spectrum  
NADPH nicotinamide adenine 

dinucleotide 
phosphate hydrogen 

 

NCCN

 

National Comprehensive 
Cancer Network Clinical 
Practice Guidelines in 
Oncology, Cancer-Associated 
Venous Thromboembolic 
Disease 

 

NCCN
NSCLC  

National Comprehensive 
Cancer Network Clinical 
Practice Guidelines in 
Oncology, Non-Small Cell 
Lung Cancer 

 

NCI-ODWG National Cancer Institute 
Organ Dysfunction Working 
Group 

 

NCI-PDQ National Cancer Institute 
Physician Data Query 

 

NIR near infrared spectrum  
NMP N-methylpyrrolidone N  
NMR nuclear magnetic resonance 

spectrum 
 



 

 iv 

NSCLC non-small cell lung cancer  
OAT organic anion transporter  
OATP organic anion transporting 

polypeptide 
 

OCT organic cation transporter  
OS overall survival  
Osi osimertinib mesylate  
Papp A B apparent permeability in 

apical to basolateral direction 
 

PAR proven acceptable range  
PBPK physiologically based 

pharmacokinetics 
 

PEM pemetrexed sodium hydrate  
PFS progression free survival  
P-gp P-glycoprotein P-  
PIF photo irritation factor  
PK pharmacokinetics  
PPK population pharmacokinetics  
PS performance status  
PT preferred term  
PTP press through packaging  
QD quaque die 1 1  
QT QT interval QT  
QTc QT interval corrected QT  
QTcP Population-specific heart rate 

correction for QT 
QT  

ΔQTcP  QTcP  
QW quaque 1 week 1 1  
Q2W quaque 2 weeks 2  
RECIST Response Evaluation Criteria 

in Solid Tumors  
RP2D recommended PhaseⅡ dose  
RTD residence time distribution  
RTRT real time release testing  
SI stimulation index  
SMQ standardized MedDRA 

queries 
MedDRA  

SOC system organ class  
t1/2 elimination half-life  
T790M  EGFR 790 T

M  
tmax time to reach maximum 

concentration 
 

UDPGA uridine 
diphosphate glucuronic acid 

 

UGT uridine 
diphosphate glucuronosyl 
transferase 

 

UV ultraviolet spectrum  
V2/F apparent central compartment 

volume of distribution 
 



 

 v 

Vss volume of distribution at 
steady state 

 

   
   

   
    

   
101   YH25448-101  
301   YH25448-301  
EDI1001   61186372EDI1001  
MARIPOSA   73841937NSC3003  
NSC1001   73841937NSC1001  
NSC1002   73841937NSC1002  
NSC1003   73841937NSC1003  
NSC1004   73841937NSC1004  
NSC1006   73841937NSC1006  
NSC1007   73841937NSC1007  
NSC1008   73841937NSC1008  
NSC1009   73841937NSC1009  
NSC2001   YH25448-201  
PAPILLON   61186372NSC3001  
PALOMA-3   61186372NSC3004  
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