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Incidence rates from SEER (19¥999)
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AN=228,572 (35.8%)

Al = 40.9% of pts younger than 50 yrs at diagnosis

AHistologic subtypes differed significantly betwderandll (p<0.0001)
Alncidence rates for SCLC and squamous decreasédand increased for

Fu JB, Chest 20
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Potential Increased Risk from-Smoking:for\Women

Increase in Lung Cancer for
Reference Type of Study Female smokers vs Male
smokers

Risch, Am J EfR93 Case Control Yes

Harris, Int J Epi 1993 Case Control Yes

Zang, JNCI 1996 Case Control Yes

Osann, Int J CA 1993 Case Control Yes

Henschke, Lung CA 2004 Loglsatllrc]:arligirsessmn Yes

Kreuzer, Br J CA, 2000 Case Control No

Tanoue, Clin Chest Med 2000 Cohort No

Halpern, JNCI, 1993 Cohort No

Bach, JNCI, 2003 Cohort No

Freedman, LancetOnc 2008 Cohort >400,000 No, HR 0.9 WsM




Cumulative Probability of Lung Cancer Death in €PS
Men and Women by Smoking Status

a. with competing causes of death b. without competing causes of death
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Impact of Smoking Intensity on Prognosis
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Stage 2 Stage 3 Poor Moderate Adenocarcinoma  Squamous
(n=234) (n=44) (n=49) (n=103)  (n=147) 73 (n=212) (n=115)

Guo NL et al, Lung Cancer 20



Never Smokers and Passive Smoking: correlation with EGFR mute

Inclusion Criteria
-126 pts with NSCLC with a smoking history < 100 cigarettes during
lifetime
-124 lung cancer pts with a passive smoking history were screened for

EGFR and k ras mutational Statfi,

Biological analyses
1. EGFR mutations were detected in 83 out of 126 pts
2. kras mutation was found in 2/98 pts

Results
Cumulative dose of passive smoking (CDP) and gender were
significantly associated with the incidence of EGFR mutations (OR{2.07

for gender;95%Cl: 1.17 to 3.85; p 0.0245

T Kawaguchi, ASCO 20:



Lung Cancer in Never Smokers (N§) &

A In a large cohort the incidence of lung cancer in NS
ranges from 14.4-20.8 per 100.000/years in| as compared
to 4.813.7per 100.000/years in Il . Predominant histology
adenocarcinoma.

w In Polish study among 20.000 lung cancer pts the frequency ¢
NS was 18.8% and 2.4% irandll , respectively.

w In Asia the proportion of female lung cancer pts who are NS i
61 to 83%.

Radzikowska E Ann Oncol 2002: Wakelee HA JCO
Badar F Asian Pac J Cancer Prev 2006



Never Smokers and Etnicity

19911995 [11996-2000 [@2001-2005

Py < 0.0001

Preens < 0.0001

Prreny < 0.0001
Preeny = 0.0018
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Prognostic Factors in 1499 Japanese pts never smokers with advanced NS

TABLE 1. Patient Characteristics for Never-Smokers and
Ever-Smokers with Advanced NSCLC

=20.000

Time of accrual: 19902005
Number of pts: 4954
Stage disease: BV

Never smokers: 1499
Ever smokers: 3455
— L TomeyekawagushiioYosibitadvaryaadTa 2010

4.




Prognostic Factors in 1499 Japanese pts never smokers with advanced N
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Overall survival curves in the never smokers (A) and ever smokers (B)

Tomoya Kawaguchi, Yosihito Maruyama, JTO 2



Some Suggested Explanations

to support Gender Differences

DNA repair capacity
Gender differences in metabolism of carcinogens
Differences in proliferation/growth stimulation (GRPR)

Hormonal interactions

Lung Cancer Fourth Edition, GenelRelated Differences in Lung Canc
Novello S, Brahmer JR, Stabile LP, Siegfried JM



Some Suggested Explanations

to support Gender Differences

w DNA repair capacity (DRC)
W

W



DRC and Risk of Lung Cancer

(1.2, 1.9)

K)
(1.0, 1.9)

Variable AdjustedOR (95% CI)
DRC (median)

> 8.1 1.0

<8.1 1.5
Smoking Status

Never 1.8

Former 1.4

Current 1.6

n = 764 cases and 677 controls

(1.2, 2.3)

Spitz et al, CEBP, 20C



DNA Repair Capacity
Lung Cancer Cases

Variable No Mean % p-value
°SD
—for-trend
Age (years)
<60 128 /.6+x2.8
60- 69 123 8.2+3.2 0.05
270 65 8.5+£3.2
Gender
Male 402 8.2x2.8 < 0.001
Female 362 7/.5+2.8

Spitz, CEBP, 200:



Induced Adduct Levels
Lung Cancer Cases

Variable \ Mean(%Y SD P value
Age (yrs)
<60 109 100.8+94.6 0.05
61+ 112 85.8+83.6
Gender
Male 114 100.1+89.1 NS
Female 107 85.8£89.4

Smoking status
Never
Former
Current

21 103.7+101.6 NS
85 87.1+75.0
115 95.8+97.0

L/ et al, Cancer Res 2001



Prognostic genes in Lung Cancer and Gender

w38 candidate genes (HACR)

wN=91 completely resected pts with stagél INSCLC
(I =21)

wHigh expression of ERCC1, HEXRDbetavere
associlated with favourable outcomeslin

Danenberg K; Proc ASCO 20



NSCLC Inoperable pts:
gender, ERCC1 and impact on survival

w Retrospective analysis

w N=163 unoperable NSCLC
w ERCC1 IHC

w ERCC1 +: 494 37%l

w ERCC12 51%ll ; 63%l
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Gender Differences in DSB genes

To test sexrelated differences in the expression of
selected genes involved in DNA repair

6 MRNA levels of 22 DNA repair gengsre evaluated In
50 consecutive early stage chemmaive NSCLC patients

and In corresponding normal tissue

Quantified by Reallime PCR

Novello S, JTO 2008



Patients Characteristics (n=50)

NAof patients

Sex
Male 37
Female 13
Median Age 69
Histology
Adeno 25
Sguamous 18
Other 7
Grade of differentiation
Well 10
Moderate 18
Poor 22
Stage
I 31
| 10
1 9

Novello S, JTO 2008



Results

AGenes belonging to DSB had a significant-spgcific
over-expression rate

W71% of DSB genes (5 out of 7) had significant higher

transcript levels in male patients compared to female (p<
0.03)

WBRCA1p= 0.01) BRCAZp= 0.005) ancKRCC®= 0.004)
were the DSB genes more strongly ovexpressed in male
patients

Novello S, JTO 2008



Results

Overexpression level

Overexpression level

Overexpression level

Novello S, JTO 2008



Results

AAIl the other genes from other pathways were not
significantly correlated with gender

Data are expressed as overexpression levels of tumors vs normal lung for each gene

UBE2V2

p=0.20

Overexpression level
Overexpression level

Female

Novello S, JTO 2008
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Some Suggested Explanations

to support Gender Differences

Gender differences in metabolism of carcinogens



Gender differences in metabolism of carcinogen
CYP1Al

w CPYA codesfor an enzymewhich activates PAHforming DNA
adducts

w Significant correlation between CYRAL expressionand DNA
adductlevels(r=0.50, p=0.016)

w Femalesmokershad significantlyhigher levelsof adducts/pack
year andadducts/cigarette/daythan men(1.49+1.29 vs 0.89 +
0.74,P=0.015

w FemalehadhigherCYRAL levelsthan males(494 + 334 unitsvs
210+ 208units,P=0.016)

Mollerup, et al; Cancer Res; 1999: 59: 33A(Y



Gender differences in metabolism of carcinogen
CYP1A1l/CYP1A2

w In Chinese females nonsmokers fast CYP1A2 activit
had an adjusted OR of 6.9 compared to slow ones,
making them at higher risk of developing lung
cancer

w Also CYP1A1 is associated with an increased risk of
lung cancer in female nonsmokers (OR=3.97)

Yang XR et al; Cancer Lett 20



Gender differences in metabolism of carcinogens
Glutathione STransferase (GST)

GST deactivates carcinogens; the null genotype fails to deactivate
carcinogens, resulting in prolonged exposure

GSTM1 null genotype associated with lung cancer (odds ratio: 2.04)

Odds ratio for GSTM1 null Female Male
phenotype and WT (CI) (CI)
2.50 1.40

Lung cancer
J (1.095.72) | (0.58-3.38)

3.03 1.42

Lung cancer in smokers
J (1.09-8.40) | (.0534.06)

Tang, et al; Carcinogenesis, 19: 192953, 199¢



Gender differences in metabolism of carcinogens
Glutathione Stransferase (GST) and Radon Exposure

wN=270. GSTM1 genotyping in 267 (99%)
wWGSTM1 null : 52%

wRadon concentrations were measured in Missouri and lowa using radoil
detectors placed in some residences for 1 year

wRadon concentrations were associated with-¥dd increase in the
Interaction OR (OR=3.41; 95% CI|=1.10, 10.61) for GSTM1 null
homozygotes compared to GSTM1 carriers.

Radon (:5TM 1 genotype

Bqm™? Absent OR' OR?

<(-33 31 3 1.0 . 1.0
34-61 31 39 0.87 (0.44-1.72)" .87 (0.44-1.74)
62-91 30 27 1.22 (0.60-2.49) 1.15(0.55-2.42)
02-121 14 2.19(0.78-6.14) 1.90 (0.67-5.45)
: =121 16 3 351 (1.15-10.71) 3.41(1.10-10.61)
p for trend 0.02 0.03

'Crude odds ratio.—“Adjusted for age, SHS exposure (ever/never) and pack-years of smoking.— Values
in parentheses are 95% CL.

Bonner et al)Int. J. Cancer 2006: 119, 1482167
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Some Suggested Explanations

to support Gender Differences

Differences in proliferation/growth stimulation (GRPR)



Differences in proliferation/growth stimulation
GRP

AGastrinReleasing Peptide (GRP): plays a role in neoplasia

by stimulating cell proliferation. Its effect is mediated mainly
through the GRPR.

wThe gene for GRPR 4{bBnKed, located on chromosome
Xp22, near a cluster of genes that escapwativation.

wWomen can have two actively transcribed alleles compared
with only one in men.

wincreased expression of the GRPR gene was noted when
human airway cells were exposed to oestrogens.

Shriver SP 2000, JI



Differences in proliferation/growth stimulation

EGFR
Characteristics Patle_nts with
mutation/total
In unselected patients 14/182 ()
Adenocarcinoma 15/152 (1 0%)
Women withadenocarcinoma 12/83 (15%)

Women nonsmokers with

adenocarcinoma 18/34 (0=7)

ASCO 2004



Gefitinib

Characteristic (N=609)
Age —yr

Median

Range
Sex — no. (%8)

Male

Female
Ethnic group — no. (%6)

Chinese

Japanese

Other East Asiani:

Other

Smeking history — no. (24)

The female patients in IPASS study

Carboplatin—
Paclitaxel
{N=608)

Never smoked
Former light smoker

Former nen—light smoker

WHO perfermance status — ne.

157 (25.8)

INCLUSION CRITE;R:IA

1 (10.0)

Histologic feature of tumor — ne

161 (26.5)
382 (62.8)
65 (10.7)

Adenocarcinema 581 (95.4)

Broncheoalveclar carcinoma 27 (4.4)
Unknown 1(0.2)

Disease stage at enfry — no. [75]
e 150 (24 6)
v 459 (75.4)
Unknown 0
Time from diagnesis to randomization — no. (%)
<6 mo 582 (95 6)
=6 mo 27 (4.4)
Unknown
Disease stage at diagnosis — no. (96)
1A
IB
1A
[11:]
1A
e
I

Unknown

Demographic and baseline characteristics in the ITT population

Probability of Progression-free

Neo. at Risk
Gefitinib

Hazard ratio, 0.74 (95%: Cl, 0.65-0.85)

P=0.001

Events: gefitinib, 453 (74.4%5); carboplatin
plus paclitaxel, 497 (81.7%)

Carboplatin

plus Gefitinib
paclitaxel

T T T
4 g 12 1l

Months since Randomization

609 363 212 76 24

Carboplatin plus 808 412 118 22 3

paclitaxel

Probability of Progression-free
Survival

Meo. at Risk
Gefitinib

paclitaxel

1.0+

0.8

0.6

0.4

0.2

B EGFR-Mutation-Positive

Hazard ratic, 0.48 (95% CI, 0.36—0.64)

P=0.001

Events: gefitinib, 97 (73.5%); carboplatin
plus paclitaxel, 111 (86.0%4)

Carboplatin
plus
paclitaxel

Gefitinib

0.0
0

132

Carboplatin plus 129

T T T
4 2 12 16

Months since Randomization

108 71 31 11
103 37 7 2

C EGFR-Mutation—Negative

Probability of Progression-free
Survival

Neo. at Risk
Gefitinib

1.0 Hazard ratic, 2.85 (95% Cl, 2.05—-3.98)
P<0.001
Events: gefitinib, 88 (96.7%¢); carboplatin

plus paclitaxel, 70 (82.4%¢)

Carboplatin plus
paclitaxel
Gefitinib

4 g 12 1s

Meonths since Randomization

91

Carboplatin plus 85

paclitaxel

Probability of Progression-free
Survival

Meo. at Risk
Gefitinib

paclitaxel

1.0

0.8

0.6

0.4

0.2+

0.0

D Unknown EGFR Mutation Status

Hazard ratio, 0.68 (95% CI, 0.58-0.81)

P=0.001

Events: gefitinib, 268 (69.4%); carboplatin
plus paclitaxel, 316 (80.2%)

Carboplatin\

plus
paclitaxel

Gefitinib

N
~_

0

386

Carboplatin plus 394

T T T
4 2 12 16

Meonths since Randomization

234 137 43 12
251 &7 14 1

T Mok et al, New England Journal of Medicjr361: 2009




Screening for EGFR mutations in Lung Cancer

Progression-free Survival

Variable

Age —yr
Median
Range

Sex— ne. (%
Male

Female

Black
Asian
White

Smoking histery — no. (%6)
Former smoker
Current smoker
Never smoked

ECOG performance status — no. (%)

Tumor type — no. (%6)
Adenocarcinoma
Bronchioloalveolar adenocarcinoma
Large-cell carcinoma

Tumor stage — no. (35)

e
v

Erlotinib therapy — no. (%6)
Firstline
Second or third line

EGFR mutation — no. (76)
del 19
L858R

EGFR mutation in serum — no. (26) 1
del 19
L858R
Mot detected

Response — no. (%)

Complete response

Partial response

Complete or partial response
Stable disease

Progressive disease

Stable or progressive disease

3 (1.4)
1(0.5)
213 (98.2)

56 (25.8)
13 (6.0)
148 (68.2)

51 (23.5)
128 (59.0)
38 (17.5)

176 (81.1)
22 (10.1)
19 (8.8)

12 (5.5)
205 (94.5)

113 (52.1)
104 (47.9)

135 (62.2)
82 (37.8)

64 (39.0)
33 (20.1)
67 (40.9)

24 (12.2)
115 (58.4)
139 (70.6)
38 (19.3)
20 (10.2)
58 (29.4)

Baseline characteristics

Variable

Sex
Female
Male
EGFR mutation
del 19
L858R
EGFR in serum
Wild type
Mutated
ECOG performance status

<60 yr
6070 yr
=70yr
Smoking history
Former smoker
Current smoker
Never smoked
Tumer type
Adenccarcinoma
Bronchioloalveolar adenocarcinoma
Large-cell carcinema
Tumor stage
1B
v
Erlotinib therapy
First line
Second line
Third line
Brain metastases
No
Yes
Bone metastases
No
Yes

Hazard Ratio
(95% Cl)

P Walue

Overall Survival

Hazard Ratio

(95% Cl)

P Value

1.00
2.84 (1.72-5.03)

1.00

3.48 (1.76-6.91)

1.00
1.92 (1.19-3.10)

1.00

2.08 (1.48-6.04)

1.00
1.48 (0.83-2.36)

1.00

1.50 (0.82-2.74)

1.00
1.48 (0.85-2.58)
1.12 (0.52-2.45)

1.00
0.0 (0.43-1.47)
0.38 (0.47-1.67)

0.72 (0.39-1.32)
1.65 (0.60-3.96)
1.00

1.00
1.86 (0.90-3.85)
1.15 (0.56-2.37)

1.00
0.81 (0.32-2.02)

1.00
0.80 (0.50-1.28)
1.22 (0.51-2.87)

1.00
1.07 (0.53-2.18)

1.00
1.37 (0.84-2.24)

1.00

3.50 (1.42-8.66)
3.04 (0.95-9.75)

1.00

0.50 (0.21-1.19)
0.96 (0.41-2.26)

0.70 (0.32-1.54)
1.37 (0.45-4.22)

l.00

1.00

2.82 (1.07-7.38)
0.81 (0.29-2.22)

1.00

0.74 (0.21-2.65)

1.00

0.92 (0.48-1.73)
0.44 (0.14-1.44)

1.00

2.28 (1.07—4.83)

1.00

1.30 (0.68-2.51)

PFS and OS: Multivariate Analyses
R Rosell etal, New England Journal of Medi¢ciB@&l: 2009




Variables associated with EGFR Mutations

Table 3. Logistic regression analysis for the association with EGFR
mutation (N = 289)

Odds ratio (95%

confidence interval) P-value Deletion Point mutation

(exon 19) (exons 18 and 21)
Age less than 64 yrs/ 1.57 (0.90-2.70) 0.12
over 65 yrs

Male

Gender Male/female 0.69 (0.35-1.38) 0.30

Female

Histology Adenocarcinoma and 3.18 (1.39-7.23) 0.006
adenosguamous
carcinoma/squamous
cell carcinoma and
others

Smoking Packs a year < 20/20  3.84 (1.92-7.65) <.0001
history <. packs a year
Stage Stages | and Il/Stages  0.84 (0.37-1.90) 0.67
1l and IV

MNineteen patients who had unknown smoking history were excluded.

AThe EGFRnutation was significantlyassociatedwith adenocarcinomap =
0.006) andlight-smoking(p <0.0001), but not gender

AThe deletions in exon 19 were more frequently associated with male gende
while exon 21 deletions were with female gender .

Tanaka T et al, Int J Cancer 2010



EGFR Tyrosine Kinase Inhibitors

Female sex Is predictive of response:
- Symptoms improvement: 50% vs 31% (p 0.006)

- Radiographic regression: 19% vs 3% (p=0.001) with 8
of responses among women

Kris MG, JAMA 2003



EGFR TKIs: Female sex Is predictive of respot

Response rate (%) OS (mo) Response rate (%)

TKIs 8.1 6.7 8
Placebo <1 4.7 1.3

(p<.001) (p<.0001)

Women* 14 HR=0.8 15
Men* 6 HR=0.8
(p=.006)
EGFR-mutated* 16 NR
EGFR-WT* 7 NR

(p=.37)

*Treated patients

Shepherd F et al, NEJM 2005; Thatcher N et al, Lancet 2!



BR.21 Trial: Overall Survival by Gender

100

] Erlotinib Female
1 Placebo Female

&) | Erlotinib Male
. Placebo Male

60

40

20
) _ —__
1 Interaction P =nN.sS.

O— | ' | ' |

010 1(010 2010

Shepherd F et al, NEJM 2005



Some Suggested Explanations

to support Gender Differences
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Hormonal Interactions

I -estradiol induces
proliferation in NSCLC
cells and antestrogens
block this effect

Kiuper, Endocrinology 1997

Oestrogens may be involved in lung tumorigenesis at different levels:

A As ER ligands activating cell proliferation

A Via ERs in the plasma membrane causing interactions between ERs and
growth factors such as EGF and IGF (in EGFR and ER+ cells)

A Oestrogens may alter metabolic activation of carcinogens (modulations
of CY1Al, CY1B1) Stabile L; Cancer Res 2005



Correlation between EGFR Mutations and expression of
Female hormone receptors in East Asian Lung Adenocarcino

ERo ERj Herl

Vanable All MNegative Positive Mepative Positive Megativ v MNegative Positive

HAge (yT)
Bledian G2 G2 f
Interquartile range 5469 54571 5671

S |

63

Sew |
hiale G5 (50.6) 5205913 Qihd. X 56 (58] T T 53 (589 B 66T
Female 44 (40,4 A (40,99 3:7-.._'] 40 (417 :’-I:I_I:I] 3Ti41.1 :.'1' LAY

Race (%a)
Chinese Q0 00LEY T9 (89.8) L4 1000 26 (R0.47 LOv (L OuD 0 B0 (RE.9) I"ll"l:l ) Tl (87.7) 26 (1080

L. ) P 0T oA T S0 N LA B (= = B Y (R e B L= = I Y L= I R (R Y

There was no S|gn|f|cant associations between HRs status and cllnlcal factors such as

sex, race, smoking status and stage and presence of EGFR mutations

Smoker 47T (46,1} 31 i37.3) & 500 EEN b6 310369 & (54.5) 24210 O AT5

Former smoker L4137 12{14.5) 20167 1301447 1i11.1} 13(15.5) I (5.1 L3 (1710 [ (4.2)

Mewver smoker 41 i40.2) 40 (48,23 4(33N 44 (48,07 20222 40 AT .60 4 (3647 Al (40.8) 14 (58.3)
AJCC stage (%)

I-1T1A TR (71.6) iy (TS0 Q643 G2 (T0.8] B ROy G5 (722 11 (91.7% 30 (T2R) 18 (69,2

nIB-1v A (284 22 (2500 (35T 28 (29.2) 202000 5278 L (B.3) 22 (27.2) B (M0E)
EGFR mutation (%)

Wild tyvpe G160 48 (59.3) Bi(66.T) 5406217 4 (40,07 SO0(61.7) & (5000 45 (60.8) 15 (62.5)

Blutant 29 (20,00 A3 (40,7 4(30N 33 (AT G G0 3103873 G (50000 20 (30,2 0 ATE)

ATCC, American Joint Comittes on Cancer; EGFE, Epidermal Growth Factor Becepton; ER, estrogen receptor; PR, progesterons meceptor,

Frequency of expression of HRs according to clinical factors and EGFR mutation status

CK Toh et al, JTO; 5:-22, 2009



Correlation between EGFR Mutations and expression of
Female hormone receptors in East Asian Lung Adenocarcinon

Categories’ ce
Variable Uniis N ”
ERax 3 PR Her? Megative 1z 1
o S — S — S — S — 1T o Yomitive 1.64
Vanahle A MNegative Positive MNegative nsitive Negative Positive MNegative Positrve stro e 106 1

142
-cative 197 1
Positive 147 08712 404 i
Advanced stage and weight
" loss are variables of poor

" prognosis.

— BLO00) 3000 T9029)  BGLL) 66067 9(64Y)

— 0 (0.0) 6 (1.1} 6(420) 2023

Ay 0N 0N LTy A A VAN T TA T

ERU posmwty was significantly associated with ER
I and PR posmwty

Hp.:;_i:i:._; S " No statistically significant

Ncgnti'-'c 81 (757) 66 (76.7) 0 (64.3) 71 (T4.7) 8 (80.0) 6% (88.3) 22 (B8.0) difference between OS ptS

202000 ll.T)

¢ according to any HRs.

B ry

Univariate analyses of clinical
charactersitics and Overall Survival

CK Toh et al, JTO; 5: 17-22, 2009



Prospective Evaluation in advanced NSCLC

Italy Spain

A Jan 8Nov 2008 (N=116). A May-Nov 2009 (N=90)

R Matherial for the IHC available in66 | A Matherial for the IHC available in 49
cases (46 men, 20 women) cases (38 men, 11 women). This

A Bronchial biopsy : 54.5%, FNA 22.7%, |  Svaluation is still ongoing

other (22.7%). A Strr(])g\rchlizlélsiopsy : 59.2%, FNA 20.4%,
- 0.

Vall d'Hebron
Hospital




End Points

A Primary :
IHC evaluation of ERU, ERb, PR, aromatase , ERCC1 in advanced
NSCLC pts .

A Secondaries :

Prospective evaluation of many variables (gender, PS, histotype ,
smoking habit, &lIRs and theier relationship with the outcome .

Prospective evaluation of some baseline data in women: such as
parity , menarcha date, menopausal date, use of hormonal therapy .



ER and survival
ALL (N=63)
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Aromatase in Lung Cancer

w Aromatase protein was expressed in lung tumor tissue
and was demonstrated to be functional.

w A decrease In growth of lung tumor xenografts treated
with anastrozole was observed

Weinberg OK, Cancer Res 2005
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Lower levels of
aromatase predicted a
greater chance of
survival iIn women 65
years and older with
diagnosis of lung
cancetr.

Mah V, Cancer Res 2007
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ALL (N=66)

0,8

0,7

0,6

0,5

04

0,3

o
N

o
il

o
[=}

o
il

P=0.04

Aromatase
negative

1
G b = = b

Aromatase
positive

MEN (N=46)

S
=)

NS uoluodold aAleInwND
<)
i

Aromatase positive

O = O= =~

P=0.004

Aromatase negative
At ——t—+




Biomarker Results by Gender
Male versus Female (N=20742%l )

Biomarker NS|\(|::L2C(;|7-CitaI - I
’ I ERCCé&xpression(only in MEN, N=44) I
ERCC1 N 1,889
Median 1.97
Range 0.22-27.31
RRM1 N 1,520
Median 1.14
Range 0.17-33.19
TS N 1,397
Median 2.75
Range 0.34-68.0

1 Analysis of one or more biomarker

Gandara D et al, ASCO 2010



