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Adjuvant therapy: Definition

Adjuvant therapy:
“Additional cancer treatment given after the primary treatment to lower
the risk that the cancer will come back. Adjuvant therapy may include
chemotherapy, radiation therapy, hormone therapy, targeted therapy, or

biological therapy.”
National Cancer Institute Dictionary of Cancer Terms

By definition, adjuvant therapy is given in the context of intent to cure



Question 1

For which of the following stages would adjuvant therapy
after lung cancer surgery be recommended?

T1aN1MO (Stage Ilb)

T1cN1M1a (Stage I1Va)

T1cN3MO (Stage llib)

T1aNOMO, multifocal (Stage la, multifocal)
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Y
Adjuvant Chemotherapy After Lung Cancer Surgery

Clinical situations where adjuvant therapy should be given

Stage llb T1-2, N1, MO Identified pre-operatively or post-operatively
Stage llla T1-2, N2, MO Identified pre-operatively or post-operatively
T3, N1, MO
T4, NO, MO
Clinical situations where adjuvant therapy could be considered (NO)
Stage IIB T3, NO, MO Identified pre-operatively or post-operatively, based on

“high risk” features

Stage lla T2b,s, NO, MO Identified pre-operatively, or post-operatively, based on
“high risk” features

Stage Ib T2a5.4, NO, MO Identified post-operatively, based on “high risk” features
Stage la T1, NO, MO In Japanese population



Evidence supporting adjuvant chemotherapy for Stage II-11l NSCLC

Pignon J-P et al. Lung Adjuvant Cisplatin Evaluation: A Pooled Analysis by the LACE Collaborative
Group, J Clin Oncol 2008;26:3552 (LACE Meta-analysis)

Aim: identify groups of patients who particularly benefit from postoperative

chemotherapy

Eligibility:

* Randomized trials with >300 patients

e Stage la —Illlb NSCLC

* Individual patient data available

* Primary treatment was surgery with complete resection

* Post-operative treatment with platinum-based chemotherapy vs no chemotherapy
(or cisplatin-based chemotherapy plus postop RT vs post operative radiotherapy
alone in patients with completely resected NSCLC)

* Primary endpoint: overall survival



LACE meta-analysis

Included 5 large trials

Adjuvant Lung Cancer
Project (ALPI)
Adjuvant Navelbine
International Trialist
Association (ANITA)
Big Lung Trial (BLT)
International Adjuvant
Lung Cancer Trial
Collaborative Group (IALT)
North American
Intergroup (JBR10)

4584 patients
Stage la-lllb

Overall Survival

Disease-Free Survival

Trial No. of Events / No. of Patients Hazard Ratio HR (95% CI) No. of Events / No. of Patients Hazard Ratio HR (95% CI)

| H

1 1

1 1

1
ALPI 569 1,088 —-_ 0.95 (0.81to 1.12) 634 1,088 —.'*F 0.89 (0.76 to 1.04)
ANITA 458 840 —- 0.82 (0.68 t0 0.98) 526 840 —— 0.78 (0.66 o 0.93)
BLT 186 307 0.95 (0.71 to 1.27) 193 307 — 0.93 (0.70 to 1.23)

0.91 (0.81 to 1.04)

0.71 (0.54 to 0.94)

0.89 (0.82 to 0.96)

J
IALT 980 1,867 ‘.E‘
1
1
JBR10 197 82 —B—1
i
Total 2,390 4584 i
| '
'
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Chemotherapy Better | Control Better

Chemotherapy effect: Logrank statistic = 8.5, P=.005
Test for heterogeneity: ¥, = 4.25, P=.37, I’ = 6%

1,098 1,867 '.'

0.86 (0.77 to 0.97)

234 482 ——] 0.66 (0.51 o 0.85)
E
2,685 4,584 ' 0.84 (0.78 to 0.91)
|
0.5 1.0 2.0
Chemotherapy Better | Control Better

Chemotherapy effect: Logrank statistic =21.1, P<.001
Test for heterogeneity: 2, =5.16, P= .27, 2= 23%

Pignon, J-P et al. Journal of Clinical Oncology 2008,26:3552




Overall Survival (%)

Deaths / person years

by period
Control
Chemotherapy

Disease-Free Survival (%)
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Control
Chemotherapy

1 2 3 a 5 26
Time From Randomization (years)

Years 0-3 Years 4-5 Years > 6
1,222/4,301 163/1,396 35/610
1,047 /4,627 159/1,606 59/708

LACE meta-analysis

For the entire pooled population at 5 year
follow-up:

« 5.4% absolute benefit in overall survival

« 5.8% absolute benefit in disease free
survival

* 6.9% decrease in lung cancer deaths

Pignon, J-P et al. Journal of Clinical Oncology 2008,26:3552




Overall Survival

Disease-Free Survival

Probability of interaction/ Probability of interaction/

Category No. Events / No. Patients Hazard Ratlo trend® test No. Events / No. Patients Hazard Ratio trend*® test
T T
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Fig 3. (A) Overall survival (OS): hazard ratio (HR) of death with chemotherapy versus control
(no chemotherapy) by trial or baseline patient characteristic. (B) Disease-free survival (DFS):
HR of recurrence or death with chemotherapy versus control by trial or baseline patient
characteristic. RT, radiotherapy; PS, performance status.

Pignon, J-P et al. Journal of Clinical Oncology 2008;26:3552

Variation of chemotherapy
effect according to stage,
related mainly to patients
with stage |IA disease.
Worse outcomes with
adjuvant chemotherapy
associated with:

o Stage IA

o Poor performance status

Conclusion:

Adjuvant cisplatin-based
chemotherapy is of benefit
in completed resected Stage
Ib — Il NSCLC with good
performance status



NSCLC Meta-analyses Collaborative Group. Adjuvant chemotherapy, with or without postoperative
radiotherapy, in operable non-small-cell lung cancer: two meta-analyses of individual patient data.
Lancet 2010; 375:1267-77

Number events/ O-E Variance HR (fixed)
number entered
* 34 randomized trials a0 Salone
S (exploratory analysis)
e Stage | =l NSCLC Platinor, withoutegafur and racltegafor
. . Stage IA 75/221 57/193 557 3217
« Complete surgical resection Sige1s Besn  maes  mos  seese Tendp=013
* Surgery alone vs surgery plus = e
. Tegafur and uracil/tegafur
adjuvant chemotherapy (or | [k e e we g - _

-1. . rel =0-12
surgery alone vs surgery plus e Gin e a0 un "»_:E: ’
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NSCLC Meta-analysis: Surgery (S) alone vs Surgery and
Chemotherapy (CT) or Surgery and Chemotherapy and

Evidence for survival benefit
with adjuvant chemotherapy
after surgery (HR 0.86, 95% Cl
0.81-0.92, p<0.0001)
Absolute increase in 5 year
survival = 4% (95% Cl 3-6)
(increased to 64% from 60%)
In patients at high risk of
recurrence (ie. Stage IB,ll,lll)
and medically fit for
chemotherapy, adjuvant

: , Conclusions:
Radiotherapy (RT) vs Surgery and Radiotherapy
Events Totals L4
1-0 —— Salone 1729 4142
% -- S+CT 1594 4305
0-9— S+RT 993 1345
0.8 -- S+CT+RT 916 1315
0.7 L
_ 06— e
k: & °
£ e
L
o34 T
0.2
[}
014
0 T T T T T T | |
0 1 2 3 4 5 6 7 8
Years
INumber at risk
S alone 4142 3648 3102 2584 2083 1601 841 407 148
5+CT 4305 3809 3261 2746 2278 1785 936 473 165
5+RT 1345 956 660 503 376 282 202 141 89
5+CT+RT 1315 977 711 532 385 279 203 143 84

NSCLC Meta-analyses Collaborative Group. Adjuvant chemotherapy, with or
without postoperative radiotherapy, in operable non-small-cell lung cancer:
two meta-analyses of individual patient data. Lancet 2010; 375:1267-77

platinum-based chemotherapy
should be considered



Adjuvant Therapy for NSCLC

LACE and NSCLC Collaborative Group:

* Adjuvant platinum-based
chemotherapy is beneficial for
patients with Stage IB, II, IIl NSCLC

Decisions about adjuvant therapy should
consider:

* Heterogeneity between stages

* Heterogeneity within stages

8th Edition NSCLC Staging Classification

TM | Label
Tl Tla<i
Tib -2
Tl¢ >23
T2 T2a cem. vise Pt
T2a -3.4
T2b >4-5
T3 T3 >s.7
T3 inv
T3 sareir
T4 T4 -7
T4 iy
T4 ipsi Nod
MI M 1 a conrr Nodt

M 1a #i Dissem
MIib Single
M 1 ¢ Muiri




Adjuvant therapy for Stage IB?

61 year old Caucasian woman, in good health.

She has a 15 pack-year smoking history,

discontinued 25 years ago. CXR performed for

cough showed a right lower lobe mass.

 Chest CT: 3.2 cm right lower lobe mass, no
mediastinal adenopathy or other
abnormalities, centrally located

 PET-CT: RLL mass SUV 7.8. No other sites of
FDG avidity.

 PFT: normal

She underwent right lower lobectomy with

complete lymphadenectomy

e Pathology: T2aNOMO large cell carcinoma,
poorly differentiated with neuroendocrine
features. Stage IB




Question 2

61 year old Caucasian woman, PS 0.

* s/p right lower lobectomy
 T2aNOMO large cell carcinoma, poorly
differentiated with neuroendocrine

features. Stage IB

Would you recommend adjuvant platinum-
based chemotherapy to this patient?

A. Yes
B. No




Question 2

61 year old Caucasian woman, PS 0.

* s/p right lower lobectomy
 T2aNOMO large cell carcinoma, poorly
differentiated with neuroendocrine

features. Stage IB

Would you recommend adjuvant platinum-
based chemotherapy to this patient?

A. Yes
B. No




Adjuvant Therapy for Stage IB and Stage |l

NO patients
100 pgs .,

Douillard J-Y et al. Adjuvant vinorelbine plus cisplatin versus observation in 75

patients with completely resected stage IB-1lIA non-small-cell-lung cancer
(Adjuvant Navelbine International Trialist Association [ANITA]): a randomized
controlled trial. Lancet Oncology 2006;7:719

504

Chemotherapy
- = = = Observation
254

Survival distribution function (%) »|

0 T T T

* 840 patients with stage IB-1lIA NSCLC randomized to RN e o w8
cisplatin/vinorelbine vs observation Phsevaticn. o588 s 80 A0
O Median disease-free survival for chemotherapy vs T s
observation: 36.3 months vs 20.7 months (HR 0.76, 95% el
Cl 0.64-0.91)

50 -

* NOinvolvement: 367 patients
O 5 year-survival for chemotherapy vs observation: 58% vs

25 -

Survival distribution function (%)

61% (HR death 1.14, 95% Cl 0.83-1.57) Numbews"o ; ; ; ; ]
* N1 involvement: 243 patients Khemotherapy 107 81 65 69 20 ;

O 5 year-survival for chemotherapy vs observation: 52% vs
36% (HR death 0.67, 95% Cl 0.47-0.94)



Adjuvant therapy for Stage IB — [IA NSCLC

ACCP Guidelines:

* 6.1.5.2. For patients with completely resected pathologic stage I1IA,B (N1) NSCLC and
good PS, postoperative platinum-based chemotherapy is recommended (Grade 1A).

* Remark: No clear recommendation is possible regarding adjuvant chemotherapy for
larger tumors without lymph node involvement. [ie. no recommendation for or against

adjuvant chemotherapy for Stage IB or IIA (NO)]

NCCN Guidelines:

Margins negative (R0)S —————
Stage IB (T2a, N0);
Stage lIA (T2b, NO)

Margins positive (R1, R2)S——

Observe >
or
ChemotherapyP for high-risk patients4 ————»

Reresection (preferred) + chemotherapyP! —»

or
RT™ + chemotherapyP (chemotherapy for stage IIA)

Margins negative (R0)S ————

Stage IIB (T1abc-T2a, N1)
Stage IIB (T3, NO; T2b, N1) RIS —»

Margins positive

RS ——

ChemotherapyP (category 1) >

Reresection + chemotherapy? >
or
Chemoradiation™ (sequential® or concurrent’) —»

Reresection + chemotherapyP |
or -
Concurrent chemoradiation™" I

“high-risk” factors: poorly differentiated, vascular invasion, wedge resection, >4 cm, visceral pleural involvement



Question 2

61 year old Caucasian woman, PS 0.

* s/p right lower lobectomy
 T2aNOMO large cell carcinoma, poorly
differentiated with neuroendocrine

features. Stage IB

Would you recommend adjuvant platinum-
based chemotherapy to this patient?

A. Yes
B. No




Adjuvant Therapy for Stage IB and |l

T/M | Label
Tl Tla <
T1b -2
Tlc >2-3
T2 T2d Cemt, Yise Pl
T2a >3.4
T2b >4-5
T3 T3 >s.7
T3 nv
T3 sareis
T4 T4 -7
T4 fnv
T4 ipi Nod
MI M la Conir Nod
M 1a ri Dissem
MIib Single
M ¢ i

ANITA trial. Lancet Oncology 2006;7:719

NO patients
100 7 gs .,

75

50+

Survival distribution function (%) »|

Chemotherapy
= = = = Observation

25+

0 T T T T 1
INumber at risk
IChemotherapy 179 130 110 76 30 9
Observation 188 158 125 73 40 11
N1 patients
100

B

g

=

o

é 75

5

:

z

=2 g

T ®

c

A

0 T T T T 1

INumber at risk
IChemotherapy 107 81 65 69 20 z
IObservation 136 83 59 33 18 5

* Acknowledge heterogeneity within stage

* Consider individual tumor risk factors as well as patient risk factors for treatment




Adjuvant Therapy for Stage IlIA

Douillard J-Y et al. Adjuvant vinorelbine plus cisplatin versus observation
in patients with completely resected stage IB-1l1IA non-small-cell-lung

cancer (Adjuvant Navelbine International Trialist Association [ANITA]): a Srainirlitig SOOR 56 & 5
randomized controlled trial. Lancet Oncology 2006,;7:719 Prssvaion.  TR& B 9 % B d
C N2 patients

e 840 patients with stage IB-IlIA NSCLC randomized
to cisplatin/vinorelbine vs observation
O Median disease-free survival for chemotherapy
vs observation: 36.3 months vs 20.7 months

75

50

25

Survival distribution function (%)

(HR 0.76, 95% Cl 0.64-0.91) °% % 4 6 8 10
. s Time after randomisation (months)
* N2 involvement: 243 patients pumberatrise
emotherapy
O 5 year-survival for chemotherapy vs R e o S S

observation: 40% vs 19% (HR death 0.60, 95%
Cl 0.44-0.82)



s
Treatment for Stage [IIA NSCLC

ACCP Guidelines:

e 3.5.2In patients with discrete N2 involvement by NSCLC identified preoperatively (llIA),
either definitive chemoradiation therapy or induction therapy followed by surgery is
recommended over either surgery or radiation alone (Grade 1A)

e 3.5.3 In patients with discrete N2 involvement by NSCLC identified preoperatively (IlIA),
primary surgical resection followed by adjuvant therapy is not recommended (except as
part of a clinical trial) (Grade 1C)

* 4.5.3 In patients with resected NSCLC (RO) who were found to have incidental (occult) N2
disease (llIA) despite thorough preoperative staging and who have good performance
status, adjuvant platinum-based chemotherapy is recommended (Grade 1A)



s
Treatment for Stage [IIA NSCLC

ACCP Guidelines:

3.5.2 In patients with discrete N2 involvement by NSCLC identified preoperatively (llIA),
either definitive chemoradiation therapy or induction therapy followed by surgery is
recommended over either surgery or radiation alone (Grade 1A)

3.5.3 In patients with discrete N2 involvement by NSCLC identified preoperatively (l11A),
primary surgical resection followed by adjuvant therapy is not recommended (except as
part of a clinical trial) (Grade 1C). ie. First-line therapy for Stage IlIA (N2): combined chemo-
radiation or neoadjuvant chemotherapy/radiation therapy followed by surgery. Surgery
should not be the primary approach.

4.5.3 In patients with resected NSCLC (R0) who were found to have incidental (occult) N2
disease (llIA) despite thorough preoperative staging and who have good performance
status, adjuvant platinum-based chemotherapy is recommended (Grade 1A). i.e. Adjuvant
therapy is recommended for incidental (“surprise”) N2 disease found at surgery.



Incidental (“surprise”) N2 disease N
* Thorough evaluation of the mediastinum is :: |
a critical part of staging of all patients ”
thought to have Stage IIIA disease o | .
* Nodal disease clinically suspected by CT or - ——PET Scaning
PET-CT should be confirmed/excluded prior ik
to a definitive surgical resection 10%
* Conditions that increase likelihood of N2 i
involvement, even with negative CT/PET: 1998 1999 2000 2001 2002 2003 2004 2005
. FIGURE 2. Use of PET (positron emission tomography)
O Central tumor location zicc?:r:ieggilstar?ginvasive staging, 1998 to 2005, in preexpan-
O N1 disease
e 25% likelihood of N2 disease Vest M et al. Thoroughness of Mediastinal Staging

. , . in Stage IlIA NSCLC. JTO 2012;7:188.
True, unsuspected N2 disease (ie. even with Of 7583 stage IlIA NSCLC patients (SEER-

invasive staging) occurs in approximately Medicare database), 1678 (22%) underwent
10% (5%-16%) of patients. invasive mediastinal staging



Treatment for Stage [IIA NSCLC

NCCN Guidelines: e “Incidental N2”

FINDINGS AT SURGERY ChemotherapyP (category 1) >|

or —_—

|, Margins negative (R0)S ———
Sequential chemotherapyP + RT™ (N2 only)

Stage A (T1-2, N2; T3, N1)
Stage llIB (T3, N2)

R1S——— Chemoradiation™ (sequentialP or concurrent’) —»

" Margins positive <

R2S——— Concurrent chemoradiation™" >

CLINICAL PRESENTATION ADJUVANT TREATMENT
NO-1 > ChemotherapyP >

Separate pulmonary

nodule(s), same lobe ChemotherapyP (category 1)
(T3, NO-1), or Surgery'° Margsins negative_ e
ipsilateral non-prima ” (RO) Sequential chemotherapyP + RT™

lobe (T4, N0-1)

hemoradiation™ (sequential

S »
: R or concurrent’)
~a Margins

positive
Concurrent
chamaradiationT.l

R2S—»




Y
Adjuvant Chemotherapy After Lung Cancer Surgery

Clinical situations where adjuvant therapy should be given

Stage llb T1-2, N1, MO Identified pre-operatively or post-operatively
Stage llla T1-2, N2, MO Identified pre-operatively or post-operatively
T3, N1, MO
T4, NO, MO
Clinical situations where adjuvant therapy could be considered (NO)
Stage IIB T3, NO, MO Identified pre-operatively or post-operatively, based on

“high risk” features

Stage lla T2b,s, NO, MO Identified pre-operatively, or post-operatively, based on
“high risk” features

Stage Ib T2a5.4, NO, MO Identified post-operatively, based on “high risk” features

Stage la T1, NO, MO In Japanese population




Question 3

DH is a 72 year old Caucasian man with severe
COPD (FEV1 40% predicted, DLCO 40% predicted)
and current smoker of 1 pack/day x 55 years. He
had a CXR performed because of cough, which
suggested a left lower lobe lung nodule. An 11
mm nodule was confirmed on chest CT scan. PET-
CT scan demonstrated FDG avidity in the nodule
(SUV 4.8) but no FDG uptake at any other site.




Question 3

DH underwent a superior segment-sparing left
lower lobectomy.

Pathologic stage: T1bNOMO Stage IA
adenocarcinoma

What further therapy, if any, would you
recommend?
A. Platinum-based adjuvant chemotherapy
B. Tegafur-uracil adjuvant chemotherapy
C. Nivolumab adjuvant therapy
D. No adjuvant therapy




Question 3

DH underwent a superior segment-sparing left
lower lobectomy.

Pathologic stage: T1bNOMO Stage IA

What further therapy, if any, would you
recommend?
A. Platinum-based adjuvant chemotherapy
B. Tegafur-uracil adjuvant chemotherapy
C. Nivolumab adjuvant therapy
D. No adjuvant therapy




Adjuvant Chemotherapy for Stage IA NSCLC

NSCLC Meta-analyses
Collaborative Group. Lancet
2010; 375:1267-77

Tegafur-uracil (UFT)

e Tegafur = Fluorouracil (FU)

prodrug
e Uracil: inhibits FU
degradation
Widely used in Japan for
postoperative adjuvant
therapy
* Low toxicity profile

Number events/ O-E Variance HR (fixed)

number entered

S+CT Salone
Stage (exploratory analysis)
Platinum, without tegafur and uracil/tegafur
Stage IA 75/221 57/193 557 3217
Stage IB 396/1021 465/1054 -3538 21312
Stage ll 316/641 359/650 -3209 16456 Trend p=0-13
Stage lll 250/417 250/394 -803 12131
Tegafur and uracil/tegafur
Stage IA 117/862 165/782 -35-48 6789 wii
Stage IB 138/482 134/448 -4-49 6574
Stage Il 46/95 48/95 -1.81 2179 Trend p=0-12
Stage lll 65/103 51/75 -2:09 2471
Performance status (exploratory analysis)
Cisplatin, without tegafur and uracil/tegafur
Good 794/1859 887/1853 -65-86 41712 :
Poor 4172 /71 273 1846 Interaction p=0-30|
PS=0 424/1058 505/1046 -6143 22880 [ ]
PS=1 370/801 382/807 -442 18596 Hi '
Ps2 am an 273 1846 e Trend p=0.002
Tegafur and uracil/tegafur
Good 361/1313 368/1169 3887 17470 il Interaction p=0-49
Poor 4517 6/10 -1:50 167 <
PS=0 291/1081 278/940 2113 13684 il y
Psa1 701232 90229  -1886 3650 i Trendp=0.02
PS=2 4/17 6/10 -1:50 167 <

01 02 05 1 2 5 10
S+(T better S alone better




Adjuvant Chemotherapy for Stage IA NSCLC: Tegafur-uracil

Table 2. Clinical Characteristics of Patients
. . S Al S UFT
Hamada C et al. Meta-Analysis of Postoperative oo neioon P
Adjuvant Chemotherapy With Tegafur-Uracil in Age, years
Non-Small-Cell Lung Cancer. J Clin Oncol e e oy 7
2005:23:4999 <70 794 792 295l
s =70 208 209
Sex
* Meta-analysis of 6 trials in Japan Sl i o 7ot
1 Histologic type
comparing surgery alone vs. su rgery i - - i
pIUS U FT Squamous cell carcinoma 152 147
.. . Qthers 13 12
e 2003 eligible patients Pathological T
T1 648 660 501
 T1 (65.3%) T2 341 333
0 Others 13 8
* NO (964) Pathological N
 Median follow up 6.4 years " i = 211
Others 9 17
Abbreviation: UFT, tegafur-uracil.
*t tost:
X2 test.
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Adjuvant Chemotherapy for Stage IA NSCLC: Tegafur-uracil

Overall Survival

100+ Surgery +UFT  Surgery Alone Hazard Ratio

ON ON O-E V  Surgery+UFT : Surgery Alone

i Surgery + UFT i / : ud Ll .

............ D —— :

3 L West Japan 2nd (n=201)  42/103 55/98 -116 239 | 5

; ................ (Wada et al) i ;

1 +— 1

2 60 Surgery alone West Japan 4th (1=332)  33/163 47169 57 200 ! !

@ (Wada et al) | i

2 | ——— |

& Northeast Japan (n=219)  30/109 30/110 -05 150 ! i

5 40 (Fujimura et al) | i

2 No. of No. of _ ~ v !

(% 5Year 0S Deaths  7-Year 0S Deaths O%Ef(gr(:a;: :;2)) 0% 29 ¥ i i

A 76.5% 207 i —
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Hamada C et al. J Clin Oncol 2005;23:4999



Adjuvant Therapy for Stage IA NSCLC

A NO patients
— 100 1004
=
‘S’ Surgery + UFT
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2 2 Surgery alone
§ z 60 o
5 504 g
2 ~——— Chemotherapy o
& = = = = Observation % il
% 25 - 2 No. of No. of
2 g 5Year0S Dealhs  7Year0S  Dealhs
g D 20| Sugery+UFT 818% 176 765% 207
. 0 T T T T 1 Surgery alone  77.2% 221 69.5% 270
P =001
INumber at risk ‘ ‘ T T -
Chemotherapy 179 130 110 76 30 9 0 ‘ ¢ 3 4 5 6 7
Observation 188 158 125 73 40 1 Patients at risk: Years
Surgery+ UFT 1,001 977 915 845 789 722 488 302
. Surgery alone 1,002 975 911 846 782 704 466 270
ANITA trial. Lancet Oncology 2006;7:719

UFT Meta-Analysis. J Clin Oncol 2005;23:4999
Conclusions:

* For Japanese population with completely resected Stage IA NSCLC, adjuvant therapy with
UFT improves long term survival

* For Caucasian population with completely resected Stage IA NSCLC, there is no evidence
that adjuvant therapy with platinum-based chemotherapy improves survival



Limitations to trials evaluating adjuvant chemotherapy after
lung cancer surgery

e Challenges of accruing patients with specific T and N status
O Meta-analyses compiling individual patient data from trials
» Difficult for patients to complete adjuvant therapy in clinical trials
0 30% dropout rate
* Increasing recognition that population differences (ethnicities, gender,
etc.) make generalization problematic
O Genetic differences in response to treatment
» Tumor sensitivity to drug
» Drug metabolism
» Drug toxicities



Future Directions: Clinical trials evaluating adjuvant therapy after curative
intent lung cancer surgery — Targeted therapies and Immunotherapy

ALCHEMIST ADAURA
«  Stage IB (>4 cm) — 1A NSCLC *  Stage IB—IIIANSCLC
* Complete surgical resection * Complete surgical resection

ADAURA: A Phase Il Study of Osimertinib versus

" Stage IB (>4cm), II, and 1lIA - Ao
Placebo for EGFR Mutation-Positive Stage IB-HIA

NSCLC
n = 1517/8300

Surgical resection

EGFR mutation positive
n = 86/450

[ .

|
{ Molecul{lr testing
L=

Adjuvant therapy
\J Ly
ALK positive EGFR & ALK negative

n = 29/450 n=46/714

rErlotmlbor placebo ’ l

Crizotinib or placebo

Nivolumab or placebo

NSCLC After Complete Tumor Resection with or
without Adjuvant Chemotherapy
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Y
Adjuvant Chemotherapy After Lung Cancer Surgery

Clinical situations where adjuvant therapy should be given

Stage llb T1-2, N1, MO Identified pre-operatively or post-operatively
Stage llla T1-2, N2, MO Identified pre-operatively or post-operatively
T3, N1, MO
T4, NO, MO
Clinical situations where adjuvant therapy could be considered (NO)
Stage IIB T3, NO, MO Identified pre-operatively or post-operatively, based on “high risk”
features
Stage lla T2b, s, NO, MO Identified pre-operatively, or post-operatively, based on “high risk”
features
Stage Ib T2a;,4, NO, MO Identified post-operatively, based on “high risk” features
Stage la T1, NO, MO In Japanese population

Future Directions: Adjuvant therapy for Stage I-llIA tumors with targetable mutations
or responsive to immunotherapy



