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22 cellsin I =ZI0| HHAMXMOZ X2t HHOZM AME Y (small cell lung
cancer)O| Oftl Atmld HE (epithelial lung cancer)2 H|AMIZE HE (Non-small-cell
lung cancer, NSCLC)O|2t1 3t NSCLCE WY &9 85% O|A2 XtX|stn QJACH (NCCN
guidelines, 2012, http://www.nccn.org/professionals/physician_gls/f_guidelines.asp#site).
NSCLCE & M|ZOo| 37|t B0 2t 37tK] subtypeQl HEHALIMIER (squamous cell
lung cancer), M (adenocarcinoma), CHMZER (large-cell lung cancer)22 23|14,
Ol & HHAMIOMEZR (squamous cell lung cancer)0| NSCLCO| <F 25%, M¢&t
(adenocarcinoma)O| & 40%E K}X|StCt (J Clin Oncol, 2007, 25 (5): 561-570.; Clin Chest
Med, 2002, 23:65-81.)

NSCLC= American Joint Committee on Cancer (AJCC) TNM (tumor, node, metastasis)
classification system2 AF23}0| Primary tumor status(T), nodal status(N), metastasis(M)0f|
et 764 2 2 F =0 (NCCN guidelines, 2012).
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25 (Hemoptysis, coughing up blood or blood-stained sputum)
HE X35t (loss of weight)
MEXS} (loss of appetite)
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X| (finger clubbing)
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H 1. Non-small cell lung cancer 5-year survival rates, by stage at diagnosis, 2002-08

Stage at diagnosis TNM stage 5-year relative survival rate(%)
Localized (confined to primary site) -1 522

Regional (spread to regional lymph nodes) I 251

Distant (cancer has metastasized) v 3.7

Unknown (unstaged) n/a 7.9

TNM = tumor, node, metastasis.

Z=X: SEER Cancer Statistics 1975-2009, 2012
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H 2. NSCLCo| X|=tH

Stage/
TNM code Treatment
Tumor Type
Stage IA Peripheral . Surgical resection (wedge/lobectomy) with or without
Tlab, NO radiation therapy
Stage II T1, N1, MO . Lobectomy, pneumonectomy, segmental, wedge or sleev
T2, N1, MO resection as appropriate
T3, NO, MO . Radiation therapy with curative intent for potentially
operative in patients with medical contraindications to
surgery
. Adjuvant chemotherapy after curative surgery
Stage IIIA T1, N2, MO D Surgery is an option if the tumor is resectable, followed by
T2, N2, MO adjuvant chemotherapy
T3, N1, MO . If the tumor is unresectable the patient is given
T3, N2, MO chemoradiation
. In case the patient is unfit for combined modality therapy,
they are given radiation therapy alone
Superior T3, NO, MO . Radiation therapy and surgery
sulcus T3, N1, MO . Radiation therapy alone
tumors . Surgery alone
. Concurrent chemotherapy with radiation therapy and surgery
Chest wall T3, NO, MO . Surgery alone
tumor T3, N1, MO . Surgery and radiation therapy
D Radiation therapy alone
. Chemotherapy combined with radiation therapy and/or
surgery
Stage IIIB Any T, N3, MO . Surgery followed by chemotherapy if margins are negative
T4, anyN, MO . Surgery followed by concurrent chemoradiation if the
margins are positive and if it is tolerated by the patient
Stage IV Any T, Any N, . Depending on the site of metastasis and the size of the

M1la or M1lb tumor, treatment would include surgery, chemotherapy,
chemoradiation therapy, radiation therapy or a combination
of any or all of these

Z=X: GlobalData, National Cancer Institute, AJCC
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H 3. NSCLCO|| AtEE|= TALH

Adjuvant Therapy

Regimen Duration

Cisplatin 50mg/m2 days one and eight Every 28 days for four cycles
Vinorelbine 25mg/m2 days one, eight, 15 and 22

Cisplatin 100mg/m2 day one Every 28 days for four cycles
Vinorelbine 30mg/m2 days one, eight, 15 and 22

Cisplatin 75-80mg/m2 day one Every 21 days for four cycles
Vinorelbine 25-30mg/m2 days one and eight

Cisplatin 100mg/m2 day one Every 28 days for four cycles
Etoposide 100mg/m2 days 1-3

Cisplatin 80mg/m2 days one, 22, 43 and 64 Every 21 days for four cycles

Vinblastine 4mg/m2 days one, eight, 15, 22 then every two weeks

after day 43

Other acceptable cisplatin based regimen

Cisplatin 75mg/m2 on day one Every 21 days
Gemcitabine 1,250mg/m2 on days one and eight

Cisplatin 75mg/m2 Every 21 days
Taxotere (docetaxel) 75mg/m2

Alimta (pemetrexed) 500mg/m2 on day one Every 21 days for four cycles
Cisplatin 75mg/m2 on day one

For patients with comorbidities or patients not able to tolerate cisplatin

Paclitaxel 200mg/m2 on day one Every 21 days
Carboplatin AUC 6 on day one

Chemotherapy regimens used with radiation therapy

Concurrent chemotherapy/RT regimens

Cisplatin 50mg/m2 days one, eight, 29 and 36

Etoposide 50mg/m2 days 1-8, 29-33

Concurrent thoracic RT (preferred)

Cisplatin 100mg/m2 days one and 29

Vinblastine 5mg/m2/ five times weekly

Concurrent thoracic RT (preferred)

Paclitaxel 45-50mg/m2 weekly over one hour

Carboplatin AUC = 2mg/ml/min over 30 min weekly

Concurrent thoracic RT

Concurrent chemotherapy/RT followed by chemotherapy

Cisplatin 50mg/m2 days one, eight, 29 and 36

Etoposide 50mg/m2 days 1-8, 29-33

Concurrent thoracic RT

Followed by Cisplatin 50mg/m2 and Etoposide 50mg/m2 x 2

additional cycles

Paclitaxel 45-50mg/m2 weekly

Carboplatin AUC 2, concurrent thoracic RT

Followed by 2 cycles of Paclitaxel 200mg/m2 and Carboplatin AUC 6

Z X : GlobalData, NCCN Guidelines, Version 3.2011, Non-small cell lung cancer



RT-Radiation therapy, AUC- Area under curve

E 4. NSCLCO| HMO|0| At2E|= XEX|

First-line

Avastin (bevacizumab) + chemotherapy or chemotherapy alone (PS 0-
1)
Erbitux (cetuximab) + vinorelbine/cisplatin (PS 0-2)

Tarceva (erlotinib EGFR mutation positive patients)

4-6 cycles, Avastin given until
disease progression
4-6 cycles

Given until disease progression

(median duration 9.9 weeks*)

Second line

Single-agent docetaxel, Alimta, erlotinib
Third-line

Tarceva

Maintenance therapy

Continuation of Avastin after 4-6 cycles of platinum -doublet
chemotherapy and Avastin

Continuation of Erbitux after 4-6 cycles of cisplatin, vinorelbine, and
Erbitux

Continuation of Alimta after 46 cycles of cisplatin and Alimta for
patients

with histologies other than SCC

Initiation of Alimta after 46 cycles of first-line platinum -doublet
chemotherapy for patents with histologies other than SCC

Initiation of Tarceva after 4-6 cycles of first-line platinum -doublet
chemotherapy

Initiation of Taxotere after 4-6 cycles of first-line platinum -doublet

chemotherapy

ZX: GlobalData, NCCN Guidelines, Version 3.2011, Non-small cell lung cancer PS-Performance status, EGFR-
Epidermal growth factor receptor

*Tarceva Prescribing Information
NSCLCQ} BE {MX} &
NSCLCEHRte| SMAL SQi0| S0 mah Ms HEX XEHES My 3+ =g

EGER, KRAS B! anaplastic lymphoma kinase(ALK)7} 22{& UL}

H 5. Oncogene Mutations - Prevalence and Predicted Response Rates

Mutation-Predicted Predicted Response

Oncogene Mutation Prevalence X
Therapeutic Response Rate
Asians: 40% » Tarceva: ~82%
EGFR . Sensitive to EGFR TKIs
Caucasians: 10-15% Iressa: ~73%
Asians: 10% ) )
KRAS . Resistant to EGFR TKIs Data not available
Caucasians: 30%
Sensitive to ALK inhibitors, S
ALK 5% Xalkori (crixotinib): ~57%

Resistant to EGFR TKIs

= X: 1. Clin Cancer Res. 2009; 15:5267-5273. 2. Clin Cancer Res. 2007; 13:2890-2896.
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2010 NSCLC A|Rr2 2F $45 billion 22 9.7%° MAES £0 20184H0|<= $9.5
billion0| =& Ao =2 0 =EICt. (global data, Nov. 2011)

2] 1. NSCLC Therapeutics, Global, Revenue and Market Forecast ($m), 2005-2018
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Z=X: GlobalData, SEER, Globocan 2008, GlobalData Epidemiology-based Market Forecasting
Model, Primary Research Interviews, Key Opinion Leaders (KOL) Interviews
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Avastin (bevacizumab; Genentech/Roche/Chugai)
Iressa (gefitinib; AstraZeneca)
Tarceva (erlotinib; Roche)

Xalkori (crizotinib; Pfizer)

Halaven (eribulin; Eisai)



6.3

GSK1572932A (astuprotimut-r; GlaxoSmithKline)

Lucanix (belagenpumatucel-L; NovaRx)

Dacomitinib (PF-00299804; Pfizer)

Erbitux (cetuximab; Eli Lilly/Bristol-Myers Squibb/Merck KGaA)

Chefet 71782l 1817 =ZO0| ALEHANAM 7H S0l 0|5 & 1697l= first-in -

class 0|11 117§= me-too S Z E£FEIC} (Pharma eTrack Nov. 2011)

28l 2. Clinical Pipeline by Mechanism of Action, 2011
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B Immunostimulants / Immunomodulators W VEGF targeting agents
B EGFR targeting agents PI3K targeting agents
B HDAC targeting agents Anti-cancer therapy
= Multi-targeted receptor tyrosine kinase inhibitor Hsp inhibitor
W Topoisomerase targeting agents IGF targeting agents
B Tubulin targeting agents C-met targeting agents
M PARP 1 Inhibitor W PLK targeting agents
M Cyclin-dependent kinase inhibitor m DNA synthesis inhibitor
M Vascular disrupting agent MEK inhibitor

MET and VEGFR-2 inhibitor Others

Z=X: Pharma eTrack Nov. 2011
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gl 3. Opportunity and Unmet Need in NSCLC Therapeutic Market
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Unmet need is significant
for NSCLC therapeutics
market

| Unmetneed can be met by safer
LS and tolerable firstline treatments
that extend overall survival. The
highest unmet need is in first-line
and maintenance therapy.

Unmet need indicates the adverse events and efficacy associated with marketed drugs
Size of the bubble represents approximate cost effectiveness of the product

Z£X: GlobalData, GlobalData Epidemiology-based Market Forecasting Model, Primary Research

Interviews, KOL Interviews, Prescribing Information
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