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Table 1. Concentrations of radioactivity in the tissues of male pigmented rats following a single oral
dose (5 mgkg™") of ["*C]-gefitinib.

Concentration (g equiv, g_j}

Tiszsue 2h 6h 24 h 48 h 96 h
Adrenal 18.25 1210 226 1.31 1.04
Bladder 3.81 1.79 0.90 NP NP
Blood 0.71 0.51 011 0.10 ND
Bone marrow 7.80 617 052 0.35 0.31
—Hrain 0.16 0.16 NI NI ND —
Eve 1996 TG EY 17.60 20,46 17
Fat (brown) 3.08 297 1.15 0.5, ')
Fat (white) 0.86 NM NM M
Harderian gland 3.56 5.90 NP
Heart 1.73 1.33 0.54 Cbrair/clun v 2%
Kidnew 9.60 5.99 3.58 g )
Lachrvmal gland 4.86 713 5.95 TN
Liver 13.42 14.28 5.67 2.7 1.45
—fong 8.33 6.14 .81 0.54 T5t—
Muscle trs t 7t -2+ LUy 010
Pancreas 4.46 3.46 0.77 0.41 0.29
Pituitary 100.35 9.32 1.25 0.97 1.00
Prostate NP 1.46 0.70 0.34 NP
Salivary glands 4.20 4.07 (1.85 0.50 0.53
Spinal cord 0.11 0.11 ND NP ND
Spleen 200.06 17.29 2.90 219 2.05
Stomach 3.23 1.49 0.42 0.37 NP
Testis 0.22 0.45 0.48 0.29 0.16
Thymus 348 4.13 0.58 0.27 0.20

1=
Mckillop D,et al.Xenobiotica,2004,34(10):917-34. 72 5 b
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Table 2| Plasma and cerebrospinal fluid concentrations and response of the central nervous system metastases

EGFR-TKI Case Plasma concentration CSF concentration Penetration  CNS response

rate (%)

RN

Gefitinib 1 234 ng/ml (524 nM) 1.7 ng/ml (3.8 nM) 0.73
2 364 ng/ml (814 nM) 1.7 ng/ml (3.8 nM) 0.47 Partial response
3 452 ng/ml (1,011 nM) 4.8 ng/ml (10.7 nM) 1.07 NE
4 430 ng/ml (962 nM) 6.1 ng/ml (13.6 nM) 1.42 NE
5 238 ng/ml (533 nM) 2.7 ng/ml (6.0 nM) 1.13 Stable disease
6 181 ng/ml {405 nM) 2.6 ng/ml (5.8 nM) 144 NE
14 471 ng/ml ({1,054 nM) 6.6 ng/ml (14.8 nM) 1.39
15 235 ng/ml (526 nM) 3.2 ng/ml (7.2 nM) 1.35 Stable disease
Mean £ SD 326 & 116 ng/ml 3.7+ 1.9 ng/ml 113 £+£036 173
(729 4 260 nM) (8.2 4+ 43nM)
Erlotinib T 716 ng/ml (1,666 nM) 22.9 ng/ml (53.3 nM) 3.20 Partial response®
g 463 ng/ml (1,077 nM) 14.3 ng/ml (33.3 nM) 3.09 Partial response
1134 ng/ml (2,638 nM) 33.3 ng/ml (77.5 nM) 2.94 NE
10 508 ng/ml (1,182 nM) 15.8 ng/ml {36.8 nM) 3.11 Stable disease
11 3361 ng/ml (7,818 nM) 58.6 ng/ml (136.3 nM) 1.74 Progressive disease”
12 482 ng/ml (1,121 nM) 11.5 ng/ml {26.8 nM) 2.39 Partial response
13 1802 ng/ml (4,192 nM) 32.5ng/ml (122.1 nM) 2.91 NE
14 728 ng/ml (1,693 nM) 20.5 ng/ml (47.7 nM) 2.82 Progressive diseaje
15 1069 ng/ml (2487 nM) 29.3 ng/ml (68.2 nM) 274 Partial respons

Mean + SD 1140 £ 937 ng/ml (2652 &+ 2178 nM) 28.7 &+ 16.8 ng/ml (66.9 = 39.0 nM) 2.77 £ 0.45

fizztierh , RERCIERAENCSFRESTFSIEER | (EMAETERERZETHHRAYTH
cEEEES
(G1/3 vs. E4/7. Fisheriad P = 1.00) [ %)

Togashi et al. Cancer Chemother Pharmacol (2012) 70:399-405. -
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Table 2
Gefitinib concentrations in blood, brain tissue and CSF in mouse BM models at 50 and 100 mg/kg (n=3/group).
Time (h) 1 2 4 8 16
50 mg/kg
Ciotal blood (NM) 12554 + 6176 1162.1 £327.1 4306 £ 207.7 407.8 £ 169.5 62,6 £ 56.6
Coota by (nmol/kg) 4360 + 11122 6340 + 81.0 2430 + 768 1558 + 705 610+ 57.9
Cesr (NM) R7+154 b6+33 13 BLOQ BLOO
Cesr/Cree blood 027 0.22 02 NA NA
200mg/kg
Ctotal blood (NM) 3207.0 +£ 1096.9 3865.6 + 689.5 3166.7 + 684.6 9059 + 1101 1081.5 + 8§73.9
Cootal beaiy (nmol/ke) 15140 + 6078 24810 +758.8 3637.0 + 660.5 0240 + 2183 861.0 + 568.7
Cesr (NM) 01+49 193 +£116 21.1 £ 88 27+04 3.0
Cest/Cree blood 01 02 026 0.11 0.1
A
e
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L. L. Villano*, A. M. Mauer & E. E. Vokes

A case study documenting the

anticancer activity of ZD1839 Section of Hematology/Oncology, Department of Medicine, University of
B Chicago, Chicago, IL, USA

{(*E-mail: jvillano@medicine.bsd.uchicago.edu)

(Iressa) in the brain

Figure 1. Coronal sections of a Tl weighted enhanced magnetic resonance imaging study of the brain. (A) Performed in October 2001, confirming
recurrence of disease in the left parietal lobe (see armow). This study preceded her most severe clinical state by 3 months. (B) Using the same scanning
protocol, this study was performed in June 2002, demonstrating a decrease in the size of the enhancing lesion.

Villano JL,et al. Ann Oncol,2003,14:656-8.
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Hotta et al.

Yi HG et al.

Porta et al.

Chiu CH et al.

Kim JE et al.

S.J. Park et al.

T. luchi, et al.

S.J. Park et al.Lung Cancer,77(2012)556-560.

Treatment

Gefitinib

Gefitinib or
erlotinib

Erlotinib

Gefitinib

Gefitinib or
erlotinib

Gefitinib or
erlotinib

Gefitinib

Selection

East Asian

EGFR mutation

EGFR mutation

East Asian

East Asian, never-
smoker,
adenocarcinoma

EGFR mutation,
adenocarcinoma

EGFR mutation,
adenocarcinoma

Hotta K,et al.Lung Cancer 2004;46:255-61.

Phase

retrospective

retrospective

retrospective

retrospective

Chiu CH,et al.Lung Cancer,2005,47:129-38.

N

57

11

69

21

23

28

41

RR (%)

43
brain

29
extra-LM

82

50

69.6

83

87.8

EGFR-TKIE{H B S RINSCLCTT 35

Survival

mOS 9.1mo

mOS 12mo

mOS 12.9mo

mOS 9.9mo

PFS 7.1 mo,
0S 18.8 mo

mPFS 6.6 mo,
mOS 15.9 mo

mPFS 14.5 mo
mOS 21.9mo

AN
Porta R,et al.Eur Respir J 2011;37:624-31. W

Yi HG et al.Lung Cancer 2009;65(1):80-84.

Kim JE,et al.Lung Cancer 2009;65:351-4. T. luchi, et al.Lung Cancer,82(2013)282-287
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£S5 [Big&ER
CR 0 0 0 0 0

0

PR 16 69.6 13 81.3 3 42.9

SD 3 13.0 2 12.5 1 14.3

PD 4 17.4 1 6.3 3 42.9

${KORR , CR+PR 16 69.6 13 81.3 3 42.9
95%Cl 47.1-88.8% P=0.091

’fﬁ?ﬂi 19 82.6 15 93.8 4 57.1
95%Cl 61.2-95.1%

Kim JE,et al.Lung Cancer 2009;65:351—4. 7 b

AstraZeneca
%% 50 s




astazeneca = EGFR-TKIERES—Ziafr WA AIRIENSCLCE
FEFTEERAEETBRYT

SEANE
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mTTLT*:19.3 H

*mTTLT: median time-to-local treatment
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S 604 .
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0 5 10 15 20 25 30 35 40 45 50
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Grade

Skin rash
Dry skin
Pruritus
Paronychia

Desquamation

Increased LFT

Insomnia
Neuropathy
Anorexia
Nausea
Vomiting
Mucositis
Diarrhea
Fatigue
Conjunctivitis
Infection

8 (36)
5 (23)
5 (23)
4 (18)

1(5)

5 (23)

2 (9)
1(5)
1(5)
1(5)
1(5)
3 (14)
4 (18)
3 (14)

1 (5)

iaTiExS

Gefitinib (n = 22)
3
1 (5)

1(5)

1 (5)

1(5)

Al R

Total
9 (41)
5(23)
5(23)
5(23)

1(5)

6 (27)

2 (9)
1(5)
1(5)
1(5)
1(5)
3 (14)
4 (18)
3 (14)

2(9)

EPHTERINSCLC
LI REARTTH

3 (50)
2 (33)
1(17)

1(17)
1(17)

1(17)

1(17)

Erlotinib (n = 6)
3
1(17)

1(17)

1(17)

1(17)

Total

4 (67)

2 (33)
2

1(17)

1(17)
1(17)
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1S R AREGFRIEE 2B IESEIZRITT

All patients Ex19 deletion Ex21 L858R

Patients

number 41 23 15
CR 13 (31.7%) 10 (43.5%) 3 (20.0%)
PR 23 (56.1%) 13 (56.5%) 9 (60.0%)
CR + PR 36 (87.8%) 23 (100.0%) 12 (80.0%)
SD 4 (9.8%) 0 (0.0%) 3 (20.0%)
PD 1 (2.4%) 0 (0.0%) 0 (0.0%)
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