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Factors associated with effectiveness of and rash occurrence by Epider-
mal Growth Factor Receptor Tyrosine Kinase Inhibitors in
patients with non-small cell lung cancer
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Purpose: Currently lung cancer ranks second in cancer for incidence rate and is a disease that ranks first for a death
rate by cancerous growth because it is aready advanced at the time of diagnosis. The purpose of this paper was to ana-
lyze the factors that affect the effectiveness of and rash occurrence by Epidermal Growth Factor Receptor Tyrosine
Kinase Inhibitor (EGFR TKI) in patients with non-small cell lung cancer. Methods: A retrospective chart review of 100
patients, who took EGFR TKI (erlotinib, gefitinib) among patients who were diagnosed with non-small cell lung can-
cer in a Hospital in Korea between May 2005 and February 2008, was conducted. The drug effectiveness was evalu-
ated by Response Evaduation Criteria In Solid Tumor. Results: EGFR mutation was the only factor associated with drug
response (complete response and partial response). When stable disease was added to drug response as the evaluation
parameter, ECOG and rash as well as EGFR mutation were found to be important factors. Survival, however, was not
affected by EGFR mutation. The factors influenced on survival were older age (265), low ECOG (1~2), adenocarci-
noma and rash. In the case of rash, group with EGFR mutation or low ECOG showed significantly higher chance of
occurrence. There was no significant difference in rash occurrence between gefitinib and erlotinib groups. Conclusions:
Based on the results, EGFR mutation positive and low ECOG (1~2) were significantly important factors for both effec-
tiveness of EGFR TKI and rash occurrence. Also, rash itself was found to be an independently significant factor for the
disease control and survival. Therefore, while administering EGFR TKI, patients who have the factors associated with
rash occurrence should be closely monitored for effective and safe drug therapy.
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Table 1. Basdline characterigtics of patientsby EGFR TKI use

Variables Gefitinib Erlotinib
MdeFemae 28/39 16/17
Age
>65 23 12
44 21
ECOG
0 6 2
1 42 19
2 17
3
Unknown
Smoking
Ex- and Current-smoker 25 15
Never-smoker 42 18
Histologic classification
Adenocarcinoma 52 20
Squamous cell carcinoma 10 10
Unspecfied 5 3
Drug effectiveness
CR 0
PR 22
D 21 10
PD 18 8
NA 6 9
EGFR Mutation
Yes 21 7
No A 12

EGFR: Epiderma Growth Factor Receptor, TKI: Tyrosine Kinase
Inhibitor, ECOG: Eastern Cooperative Oncology Group, CR:
Complete Response, PR: Partial Response, SD: Stable Disease, PD:
Progressive Disease, NA: not avallable
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Table 2. Factors associated with EGFR TKI response
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Variables Response rate x° (P-value) TAdjusted OR (95% Cl)
Gender
Male (n=37) 27.0% 0.308 0.9(0.1-10.0)
Female (n=48) 37.5% ) 10
Age
> 65 (n=29) 34.5% 0.828 1.3(0.3-5.4)
> 65 (n=56) 35.1% ’ 10
Histologic classification
Adenocarcinoma (n=65) 35.4% 1.0
Squamous cell carcinoma (n=13) 23.1% 0.667 05(0.1-7.7)
Unspecified (n=7) 28.6% 0.7 (0.3-11.3)
ECOG
0~1 (n=60) 38.3% 0.101 31(0.6-15.2)
2~3(n=25) 20.0% ' 10
Smoking
Never-smoker (n=51) 37.3% 0.300 25(0.3-225)
Ex- and current-smoker (n=34) 26.5% ) 1.0
EGFR mutation
Yes (n=28) 57.1% 0,000 17.1 (3.4-85.4)
No (n=42) 9.5% ) 1.0
Rash
Yes (n=47) 40.4% 0103 1.7 (0.4-10.0)
No (n=38) 23.7% ) 1.0

TAdjusted with variables in the table. ECOG: Eastern Cooperative Oncology Group, EGFR: Epidermal Growth Factor Receptor, TKI: Tyrosine

Kinase Inhibitor, OR: Odds Ratio, Cl: Confidence Interval
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Table 3. Factors associated with disease control by EGFR TKI
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Variables Disease control rate x* (P-value) TAdjusted OR (95% Cl)
Gender
Mde (n=37) 56.8% 0.178 0.9(0.1-10.0)
Female (n=48) 70.8% 1.0
Age
> 65 (n=29) 75.9% 0.121 3.8(0.9-16.0)
< 65 (n=56) 58.9% 10
Histologic classfication
Adenocarcinoma (n=65) 69.2% 0.957 1.0
Squamous cell carcinoma (n=13) 46.2% ) 05(0.1-34)
Unspecified (n=7) 57.1% 0.6 (0.1-4.6)
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Table 3. Factors associated with disease control by EGFR TKI (Continued)

ECOG
0~1 (n=60) 75.0%
2~3 (n=25) 40.0%
Smoking
Never-smoker (n=51) 68.6%
Ex- and current-smoker (n=34) 58.8%
EGFR mutation
Yes (n=28) 82.1%
No (n=42) 50.0%
Rash
Yes (n=47) 79.2%
No (n=38) 40.6%

0.002 6.3 (1.4-28.1)
10

0.354 22(0.3-182)
10

0.006 3.2(0.8-13.4)
10

0.003 3.7 (1.1-136)
10

TAdj usted with variables in the table. ECOG: Eastern Cooperative Oncology Group, EGFR: Epiderma Growth Factor Receptor, TKI: Tyrosine

Kinase Inhibitor, OR: Odds Ratio, Cl: Confidence Interval
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Table 4. Factor s independently associated with survival
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Variables TAdjusted HR (95% CI) P-value
Gender
Made (n=37) 1.3(0.357) 0.726
Femade (n=48) 1.0
Age
> 65 (n=29) 35(1.2-10.3) 0.023
< 65 (n=56) 10
Histologic classfication
Adenocarcinoma (n=65) 1.0
Squamous cell carcinoma (n=13) 0.2(0.1-0.8) 0.026
Unspecified (n=7) 0.4(0.1-2.0) 0.280
ECOG
0~1 (n=60) 2.7(11-6.9) 0.031
2~3 (n=25) 1.0
Smoking
Never-smoker (n=51) 0.9(0.2-4.7) 0.953
Ex- and current-smoker (n=34) 1.0
EGFR mutation
Yes (n=28) 1.1(0.4-3.4) 0.842
No (n=42) 1.0
Rash
Yes (n=47) 32(1191) 0.028
No (n=38) 1.0

TAdjusted with variables in the table. ECOG: Eastern Cooperative Oncology Group, EGFR: Epidermal Growth Factor Receptor, HR: Hazard

Ratio, Cl: Confidence Interval



Table 5. Factor s associated with rash occurrence
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Variables Rash occurrence rate x? (P-value) TAdjusted OR (95% Cl)
Gender
Male (n=44) 54.5% 0652 0.8(0.1-4.3)
Femae (n=56) 50.0% ) 10
Age
> 65 (n=35) 52.3% 0.933 1.3(0.4-3.9)
< 65 (n=65) 51.4% : 1.0
Histologic classification
Adenocarcinoma (n=72) 51.4% 1.0
Squamous cell carcinoma (n=20) 50.0% 0.820 14(0.3-6.4)
Unspecified (n=8) 62.5% 4.3 (0.6-30.0)
ECOG
0~1 (n=69) 62.3% 0.003 2.7(0.9-8.4)
2~3(n=28) 28.6% ' 10
Smoking
Never-smoker (n=60) 48.3% 0.369 0.7 (0.1-3.8)
Ex- and current-smoker (n=40) 57.5% ’ 10
EGFR mutation
Yes (n=28) 67.9% 0,010 4.9(1.6-15.0)
No (n=46) 37.0% ) 10
EGFR TKI
Gefitinib (n=67) 50.7% 0721 10
Erlotinib (n=33) 54.5% ) 0.9(0.1-2.1)

TAdjusted with variables in the table. ECOG: Eastern Cooperative Oncology Group, EGFR: Epidermal Growth Factor Receptor, TKI: Tyrosine

Kinase Inhibitor, OR: Odds Ratio, Cl: Confidence Interva
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