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Aldkpion Yrotpomic Nocov:

TomikA / MepP1oXIKNA ( Locoregional Recurrence )

Mepakpuopévn ) Alyatoyevi ) Napouaoia
MeTaoTaong (Distant Metastasis)

NSCLC (Mn-pikpokutt Ca mvespovog): ATTACEG Ol
OI0QAVEIEG EKTOG TNG TTPOTEAEUTAIAG

SCLC (Mikpokutr Ca mrvetpova): TTPOTEAEUTAIO dlaPAVEIQ
HMovov

05.3.2010

www.icp-med.gr

Tomwn / Ieproy YIIOTPOIIH 1

Opiou6g Locoregional Recurrence:

m Y1roTpoT1r) OyKOU O€ avaTOMIKN TTEPIOXN
TTapakeipgevn Tou ektapéviog Oykou,
OUMTTEPIAQUBAVONEVOU TOU GUCTOIXOU
Huibwpakiou kar MeoauAiou

Ala@épel amrd Tov Metayxpovo Kapkivo
[Mveupova otnv TTPOYVWon Kal oTnv
eVOEIKVUOUEVN BEPATTEUTIKA QVTILETWITION.

05.3.2010
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Metdypovoc Kapkivog - Opiopog

Ala@opeTikdg loToTTaboAoy TUTTOC, 1:

4 -

‘18106 loToTTAB0AOY TUTTOG, QV:
m MeoodidoTnua > 2 xp
= [1poéAeuon atTd Kapkivwua in situ
m 2°S KapKivog o€ SIaQOPETIKG TTvEUOVA
AOBO, aAAG:

XWPIG KaPKiVWwUa 0€ KOIVEG Aau@ayyelakEG 0doUG
Xwpig EEWTTVEUOVIKEG HETAOTACEIG KATA TNV
dlayvwaon

Incidence of local recurrence and second primary tumors in resected stage | lung cancer. Martini N, Bains
MS, Burt ME et al. J Thorac Cardiovasc Surg 1995; 109:120-129

05.3.2010

www.icp-med.gr

Table 1—Distinguishing Between Recurrence of the
Original Lung Cancer and Development of a New
Lung Cancer During Surveillance

Metachronous Tumors,

Martini and Melamed Metachronous Tumons.
Criteria® Proposed Revision
Histology different Histology different
Histology the same. il: Histology the same. if:
Free interval between cancers Free interval between cancers
at least 2 years, or at least 4 yr. or
Origin from carcinoma in situ, Origin from carcinoma in sifu.
or and
Second cancer in different lobe  No extrapulmonary metastases
or lung, but at time of diagnosis

No carcinoma in lymphatics
common to both, and

No extrapulmonary
metastases at time of
diagnosis

Follow-up and Surveillance of the Lung Cancer Patient Following Curative Intent Therapy* ACCP
Evidence-Based Clinical Practice Guideline (2nd Edition). Rubins J, Unger M, Colice GL. Chest 2007;

132:3555-367S

05.3.2010

www.icp-med.gr




Tomwn / Ieproy YIIOTPOIIH 2

EvdoBpoyxIkA evioTTion:
= Aiuéttuon

= ZTéVvWon

m BpoyxoUTtreCwkoTIKO cupiyyio

MeoauAIKr evTOTTION
21évwaon Avw Koilng

05.3.2010

www.icp-med.gr

METAXTAXH (Mepoxpvopévy Yrowoni) 1

Ymrotpotr) Oykou oTov AvtioToixo MNveupova, 5w atmo
TO OUOTOIXO NPIBWPAKIO & £6w ATTO TN OUCTOIXN Moipa
MeoauAiou

Post-recurrence survival in completely resected stage | non-small cell lung cancer with local Recurrence. Hung JJ, Hsu WH et al.
Thorax 2009; 64:192—196

Ap1OOG DIAKPITWYV ECTIWV:
= Movhpng petdoTaon
® MoAAATTAEG (2 A TrepioodTEpEG)
Ap1Bp6g Opydvwyv oTa OTTOIa EVTOTTICOVTAI:
= 1 6pyavo
u Fsvmsupévsg |J£TGOT(']0€IQ (2 N repicadTEPO Gpyava)

05.3.2010

www.icp-med.gr




METAXTAXH (Mepaxpoopévn Yrotpon) 2

Evképalog
OoTta

m 2upTTieon ZZ AGyw TTaBoAoyIKwV KaTayudaTwyv
OTTOVOUAWYV Kal TTapaTTAnyia

Htrap

[MveuPOVIKO TTapEYXUMO

Emiveppidio
Aépua
AANAN

05.3.2010

www.icp-med.gr

Predicting Postrecurrence Survival Among
Completely Resected Nonsmall-Cell Lung Cancer

Patients

Brent A. Williams, MS, Hiroshi Sugimura, MD, Chiaki Endo, MD,
Francis C. Nichols, MD, Stephen D. Cassivi, MD, Mark S. Allen, MD,
Peter C. Pairolero, MD, Claude Deschamps, MD, and Ping Yang, MD, PhD

Division of Biostatistics, Division of Epidemiology and Cancer Center, and Division of General Thoracic Surgery, Mayo Clinic

College of Medicine, Rochester, Minnesota

Background. Survival after recurrence subsequent to
complete resection of nonsmall-cell lung cancer (NSCLC)
has been considered a multifactorial process dependent
on demograp! clinical, biological, and treatment char-
acteristics. This study sought to quantify the prognostic
effects of these charact ics on postrecurrence survival.

Methods. Three hundred ninety NSCLC patients who
underwent complete resection and subsequently had
recurrent cancer were studied. The associations between
characteristics of both the initial and recurrent disease
with postrecurrence survival were evaluated by Cox
proportional hazards models. A multivariable Cox model
determined those factors most strongly associated with
postrecurrence survival . A simple algorithm based on
this model facilitates estimating risk of postrecurrence
mortality, as quantified by risk score points.

Results. The factors most strongly associated with
postrecurrence survival were performance status at recur-

05.3.2010

rence (3 or 4, 4.2 points; 2, 2.8 points; and 1, 1.5 points),
symptoms at recurrence (3.6 points), liver recurrence (2.3
points), initial lung cancer stage 11B or worse (1.8 points),
and multiple recurrences (1.0 points). Based on these
factors, patients were stratified as low risk (4.0 or fewer
total points), moderate-low risk (4.1 to 6.1 points), mod-
erate-high risk (6.1 to 8.0 points), and hi isk (more than
8.0 points), with 12-month su 51%,
9%, respectively. Postrecurrence survival was sig
different across groups (p < 0.01).

Conclusions. The proposed prediction instrument of-
fers clinicians a succinet tool for rapidly evaluating
mortality risk after recurrence. The characteristics com-
prising this instrument can be easily ascertained and
measured, making it of potential clinical value.

50

(Ann Thorac Surg 2006;81:1021-7)
© 2006 by The Society of Thoracic Surgeons
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Empioon petd and Ymotponn -1

MNMpooTrTikA peAéTn Mayo Clinic 997-2001:

m 1.361 aoBeveic NMAAPN ekTOUA PE laPaTIKA
TTPo0eon yia NSCLC (amé 4.673 apyikéa ac8)

m 1.073 aoB eixav pe BeBaidTnTa TEKUNPIWON
Mapouaciag R AtTouciag YTTOTPOTING (uéxpr 2003)

m 445 000 (41,5%) TEKUNPIwPEVN YTTOTPOTIH — 55
008 ye Acagn oToixeia YTTOTpoTTAG =

m TeAikd 390 aoBeveic pe Ymrotpoti Néoou yia
TEPAITEPW AVAAUCN

Predicting Postrecurrence Survival Among Completely R ted N lI-Cell Lung Cancer

Patients. Williams BA, Sugimura H, Endo C et al Ann Thorac Surg 2006; 81:1021-7 (Mayo Clinic
College of Medicine, Rochester, Minnesota)

05.3.2010

www.icp-med.gr

Empioon petd and Yrotponn -2

A6 Toug oUVOAIKA 390 acB pe YTToTpOoTTN
Nooou:

m 20% Tomikn/TrepioXIKA YTT. HOVOV (79 ach)
m 64% Mepakpuopévn YT1. MOVOV (249 ac6)

® 16% cixav & Tom/Tepiox & Mepakp. YT (62 aoh)
Aldueocog xpovog ammd Exktoun péxpl Ytorpotn : 11,5
MAVEG (6-20,7 priveg)
2UVOAIKN di1dpeon EmR perd amrd YmoTportr): 8,1 urveg
12-uynvn EmB = 37%, 2-etAGEmMB=17%

Williams BA, Sugimura H et al Ann Thorac Surg 2006; 81:1021-7 (Mayo Clinic)

05.3.2010
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Table 3. Multivariable Predictors of Postrecurrence Survival

and Risk Score (RS) Point Assignments

Characteristic RR"® (95% CI) p Value RS* Points
Performance status

at recurrence

34 3.04 (1.92, 4.79) =-0.01 4.2

2 2.08 (1.46, 2.98) 2.8

1 1.51 (1.10, 2.06) 1.5

o 1.00 (ref) 0.0
Symptoms at

recurrence

Yes 2.62(1.89, 3.64) =20.01 3.6

No 1.00 (ref) 0.0
Liver recurrence

Yes 1.82(1.27, 2.61) =0.01 2.3

No 1.00 (ref) 0.0
Stage

IIB/IIIA/IIIB 1.62 (1.26, 2.07) -=20.01 1.8

IA/IB/IIA 1.00 (ref) 0.0
Number of

recurrences

Multiple 1.30(1.02, 1.67) 0.04 1.0

Single 1.00 (ref) 0.0

ref = reference.|

05.3.2010

* Relative risk, adjusted for treatment at recurrence.

P Risk score.

Williams BA, Sugimura H et al Ann Thorac Surg 2006; 81:1021-7

www.icp-med.gr

Table 5. Treatment Modalities Across Risk Score (RS) Groups Among Patients With Complete Resection for Nonsmall Cell

Lung Cancer"

RS =40 4.0 < RS = 60 6.0 < RS = 8.0 RS = 8.0

(n = 80) (n = 81) (n = 150) (n =79
Surgery only 20,25% 12,15% 9,6% 3,4%
Surgery with chemoradiation therapy 4,5% 10, 12% 14,9% 4,5%
Radiation only 2,2% 12,15% 43,29% 18, 3%
Radiation and chemotherapy 20, 25% 12, 15% 23, 15% 8,10%
Chemotherapy only 11, 14% 16, 20% 26,17% 6,8%
No treatment 23,29% 19, 23% 35,23% 40,51%

05.3.2010

*The p value is less than 0,01 for the differences in distribution of treatment modalities across risk score groups,

Williams BA, Sugimura H et al Ann Thorac Surg 2006; 81:1021-7

www.icp-med.gr




Empioon petd and Ymotponn -3

MapdyovTeg IoXupa eTTNPEACOVTEG (-) TNV
EmBiwon petd atmd YmoTtpoTtrh:

= Performance status mTwx06 KaTd TNV UTTOTPOTTH
= 'Ymapén CUPNTITWHATWY KaTd TNV YTTOTPOTTA

m HmraTiki perdortaon

= ApxIKO oTadio 2 lig

= MoAAatTAég €0TiEG YTTOTPOTIAG
12-unvn EmBiwon petd Ytrotpotrr) 9%, 25%,
51 %, 75% (4 Opadeg aocBevwv)

Williams BA, Sugimura H et al Ann Thorac Surg 2006; 81:1021—7 (Mayo Clinic)

05.3.2010
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Survival After Recurrent Nonsmall-Cell Lung

Cancer After Complete Pulmonary Resection
Hiroshi Sugimura, MD, Francis C. Nichols, MD, Ping Yang, MD, PhD,

Mark S. Allen, MD, Stephen D. Cassivi, MD, Claude Deschamps, MD,
Brent A. Williams, MS, and Peter C. Pairolero, MD

Department of Health Sciences Research, Division of General Thoracic Surgery, and Section of Biostatistics, Mayo Clinic College

of Medicine, Rochester, Minnesota

Background. Survival characteristics of patients who
have recurrent nonsmall-cell lung cancer after surgical
resection are not well understood. Little objective evi-
dence exists to justify treatment for these patients.

Methods. We prospectively followed 1,361 consecu-
tive patients with nonsmall-cell lung cancer who un-
derwent complete surgical resection at our institution
from January 1997 to December 2001. Only patients
having recurrent cancer were included in the analysis.
Multi
used to evaluate the effect of prognostic factors on
postrecurrence survival.

ariable Cox proportional hazards models were

Results. Follow-up was achieved in 1,073 patients, and
recurrent cancer developed in 445. Complete information
was available on 390 patients for analysis. There were 262
men and 128 women. Median age at time of recurrence
was 69 years. Median time from surgical resection to
recurrence was 11.5 months, and median postrecurrence
survival was 8.1 months. Recurrence was intrathoracic in

05.3.2010

171 patients, extrathoracic in 172, and a combination of
both in 47. Treatments after recurrence included surgery
in 43 patients, chemotherapy in 59, radiation in 73, and a
combination in 96. All patients who received treatment
survived longer than those who received no treatment.
Preoperative chemotherapy and postoperative radiother-
apy for the primary lung cancer, poor Eastern Coopera-
tive Oncology Group Performance Status, decreased dis-
ease-free interval from initial resection to recurrence,
symptoms at recurrence, and certain location of recur-
rence significantly decreased postrecurrence survival.

Conclusions. In our experience, treatment for recurrent
nonsmall-cell lung cancer significantly prolongs survival.
Various treatment modalities including surgery should
be considered in patients with postoperative recurrent
nonsmall-cell lung cancer.

(Ann Thorac Surg 2007;83:409-18)
© 2007 by The Society of Thoracic Surgeons

www.icp-med.gr




Empioon petd and Ymwotpont -4

MAQpn oToixeia yia 390 aoB pe YTTOTPOTIN
(atré 1.073 p1x/Ka TTapakoAouBoUPEVOUG)

262 & 128 @ e YTOTPOTIA

Aidueon HAIkia YTTOoTpOoT1TAG: 69 Xp
EvdoBwpakikr YtroTp: 171 acb
ESwbwpakikA YTrotp: 172 acb

2uvduaou evdo + eEwbwpak YTroTp: 47 acd

Sugimura H, Nichols FC, Yang P et al. Ann Thorac Surg 2007; 83:409-418

05.3.2010

Avtipetomion e YTOTpomnig

Xeipoupyikn Oep 43 aob (/390)
X/© 59 aos

AKTO 73 a6

2UvOUAONOG Bepatr. 96 aos
YTooTnpPIKTIK © povov 119 ace

Emélnoav repioodTEPO Xpodvo 6Aol ol
a00Bgveig oTOUG OTTOIOUG XOPNYrONKE KATToIx
Hop®n BepaTtreiag yia Tnv YTroTpoti Noéoou

Sugimura H, Nichols FC et al. Ann Thorac Surg 2007; 83:409-418

05.3.2010

www.icp-med.gr
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Table 5. Effect of Treatment in Recurrent Lung Cancer Limited to the Lungs

Postrecurrence Survival

Site Treatment for Recurrence  Patients ~ MST (months) 2 Year % (%% Cl)  Adjusted RR* (%% CI)
[Surgical® 3 28 72(56,94) 02(0.1,05)
Lung only Nonsurgical* E 134 18(9,38) 04(03,07)
[ None 7 84 28(14,57) 1.0 (referehce)
[Surgical 15 >43 7(45, 100)
Solitary focus Nonsurgical 16 133 25(11,58)
[None 9 10 -
[Surgical 8 82 75 (50, 100)
Multiple foci Nonsurgical 18 156 18(6,50)
(None 18 64 28(11,67)
2 Adjusted for ECOG-PS at recurrence, symptoms at recurrence, administration of neoad chemotherapy or adjuvant radiation, and di f

interval. " Treatment including surgical resection. ~  Treatment not including surgical resection,

Cl = confidence interval;  ECOG.PS - Eastern Cooperative Oncology Group performance status; ~ MST - median post-recurrence survival
time;  RR = relative nsk.

Sugimura H, Nichols FC et al. Ann Thorac Surg 2007; 83:409-418

05.3.2010 . 1
www.icp-med.gr
Table 6. Effect of Treatment in Recurrent Lung Cancer Limited to the Brain
Postrecurrence Survival
Site Treatment for Recurrence  Patients ~ MST (months)  1year % (%% CI)  Adjusted RR* (%% CI)
Surgical® 3 119 50(34,72) 0.1(01,02)
Brain only Nonsurgical* 18 66 2(9,53) 03(0.1,05)
None 6 10 0 1.0 (reference)
Surgical A 15 48(30,75)
Solitary focus Nonsurgical 3 64 33(7,100)
None 2 07 0
TSurgical 7 164 57(30,100)
Multiple foci Nonsurgical 15 68 20(7,55)
None 4 10 0
* Adjusted for ECOG-PS at recurrence, symp at recurrence, administration of neoadj chemotherapy or adjuvant radiation, and d f
interval.  ®Treatment including surgical resection or steriotactic radiosurgery. Treatment not including surgical resection or steriotactic

radiosurgery.

Cl ~ confidence interval;  ECOC-PS ~ Eastern Cooperative Oncology Group performance status; ~ MST ~ median post-recurrence survival

time;  RR - relative risk.

Sugimura H, Nichols FC et al. Ann Thorac Surg 2007; 83:409-418
05.3.2010

www.icp-med.gr
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Table 7. Effect of Treatment in Recurrent Lung Cancer Not Limited fo Lung or Brain

Postrecurrence Survival

Site Treatment for Recurrence  Patients ~ MST (months) 2 year % (95% CI)  Adjusted RR* (9% CI)
.Surgical" 7 =156 83 (58, 100) 0.1(0.0,03)

AN Che Nonsurgical 50 12 19(10,37) 04(02,06)

(not lung only) y J 5
| None 30 47 5(1,30) 1.0 (reference)
[Surgical 10 106 30(12,77) 03(0,07)

Other single site Nonsurgical 4 78 13(6,31) 04(02,06)
[None 31 17 6(1,35) 1.0 (reference)
[Surgical 5 60 0 06(02,16)

Multiple organs Nonsurgical 85 73 12(5, 30) 03(02,05)
| None 25 31 0 1.0 (reference)

* Adjusted for ECOG-PS at recurrence, symptoms at recurrence, admi of d chemotherapy or adjuvant radiation, and disease-free

)
interval, " Treatment including surgical resection. < Treatment not including surgical resection

CI = confidence interval;  ECOG-PS = Eastern Cooperative Oncology Group performance status; ~ MST = median post-recurrence survival
time;  RR - relative risk.

Sugimura H, Nichols FC et al. Ann Thorac Surg 2007; 83:409-418
05.3.2010

www.icp-med.gr

Empioon petd and Yrotponn -5

MapdyovTteg Tou | TNV EmRiwon petd ammod
YTtrotrpoTrr) Néoou:

= [Tpoeyxelpnt X/©

= Mt AKTO

m [Ttwyx6 Performance status

® | yeoodidoTnua atmd EkTopn YEXP! YTTOTPOTTA

® YTTapén ZUPTITWPATWY KAtd TNV YTTOTPOTTN

® 2UYKEKPIYEVEG EvTOTTIOEIG YTTOTPOTTWV

Sugimura H, Nichols FC et al. Ann Thorac Surg 2007; 83:409-418

05.3.2010

www.icp-med.gr
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Am. Coll. Chest Physicians’ Evidence-Based
Clinical Practice Guideline 2007

MAcioTeg YTroTpotréc Nooou EEwBwpakika

ToTtr/MNepIoXIKEG YTTOTPOTTEG EVOOBWPAKIKA:
® OTTaViWg AVTIMETWTTICOVTAI XEIPOUPYIKA
m 2UXVOTEPQ AVTIUETWTTICOVTAl uE AKTO
m AVECOPTATWG HOPYPNG BepaTtreiag n rpoéyvwon
TTapapével MTwxA.

Follow-up and Surveillance of the Lung Cancer Patient Following Curative Intent Therapy* ACCP Evidence-
Based Clinical Practice Guideline (2nd Edition). Rubins J, Unger M, Colice GL. Chest 2007; 132:355S-367S

05.3.2010

www.icp-med.gr

Xep/kng Avtipetomiong Tomot:

OQPAKOXEIP/KH:

m Emav-ekTopég:
Completion Pneumonectomy
A\oBekTopn, avaTopikr) TUNUATEKTOUNA
>envoeidng Ektoun

m EvdoBpoyxikég MapnyopikeEg:
Stent
LASER KAt

m Radiosurgery, Radioknife, gammaknife
AAANEZ XEIP/KEZ:

= NPX ektopr) Eyke@aAikng MetaoTaong

m >T1epeoTaKTIKY Radiosurgery

m EmveppidekToun KATT

05.3.2010
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Eyyeipntucn [Ipoxkinon / Challenge

EKTOUEG HETA QTTO avTioTOIXN
TTVEUMOVEKTOMN
EkTONéG OTO 0UOTOIXO NUIBWPAKIO PE MTX-
OUHQUOEIg OTA PEiCova ayyeia TNG TTUANG
["evikoTepn EupwoTia aoBevoug (Fitness for
pulonary re-resection)
AVOTTVEUOTIKEG £edpeiec aoBevoug
BaBuog Adn eykareotnuévng NMveuHoVIKAG
Ytmépraong petd amd tnv 11 Ektoun Tou a/
TTaBoug Oykou

a0 www.icp-med.gr

NCCN Clinical Practice Guidelines in Oncology ™

Non-Small Cell
Lung Cancer

V.2.2010

www.nccn.org
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SURVEILLANCE

Locoregional
recurrence

NED, stages V¥ | \

«History & physical anc a| /
contrastenhanced ch st
CT every 4-6 mo for 2
(category 2B), then H§ *
and a non-contrast- /
enhanced chest CT /‘
annually (category 2B

* Smoking cessation
counseling

*PET or brain MRI is no
indicated for routine \

follow-up \

Distant
metastases

~ Y P N N li |
INSIGINN 553510 | Non-Small Cell Lung Cancer

THERAPY FOR RECURRENCE AND METASTASIS
« Laserfstentiother surgery

obstruction « Extornal-beam RT
« Photodynamic therapy
<R |No evidence
recurronce *|« Extornal-beam RT Jet .
| disseminated|
tymph c jati |disease
node recurrence (if RT not previously given)
Superior vena cava |+ External-beam RT |Evidence of
[SVC) obstruction «Stent | disseminated >
«External-beam RT |disease
«Brachytherapy
«Laser
Severe hemoptysis ——*| Photodynamic therapy
« Embolization
«Surgery
fopskond Palliative I-beam RT
symptoms
[28use biwin Palliative external-beam RT >l —

metastases
o Palliative external-beam RT + orthopedic
Bone metastasis ———=| stabilization, i risk of fracture
« Consider bisphosphonate therapy

Solitary » See pathway for Stage IV,
i M1b, solitary site (NSCL-11)

wsiolnes Index
NSC Table of Contants
Saging Discussion References

a

Observation
or
Systemic

chemotherapy
(category 28)

therapy and
bestsupportive
care (NSCL-13)

!5:! supportive
care (NSCL-13)

Disseminated
vSee Cancer Sunivorship Care (N L0 * See Systemic Therapy (NSCL-13
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05.3.2010

www.icp-med.gr

Ton / Ileproy. Yrnotponn - NCCN

« Laser/stent/other surgery
Endobronchial « Brachytherapy
obstruction « External-beam RT
. Photodyrl\amlc therapy Mo evidonce Obiervaloi
Resectable «Reresection or
recurrence « External-beam RT °f ) —» | Systemic
disseminated L
. Mediastinal lymph Concurrent chemoradiation disease = ZBp 0
Locoregional node recurrence (if RT not previously given) ooy )
recurrence
Superior vena (':ava « External-beam RT Evidence of i
(SVC) obstruction « Stent disseminated | g)ee[am_and :
« External-beam RT disease ﬁ%
«Brachytherapy e
. «Laser
Savera hamoptmin—* « Photodynamic therapy
* Embolization
« Surgery
05.3.2010
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Metdotoon - NCCN

Localized _______, b, jative external-beam RT ————»
symptoms

Diffuse brain

Palliative external-beam RT ——— [ ___, | therapy and

metastases best supportive

Distant

e tEtages Bone metastasis —*| stabilization, if risk of fracture

» Consider bisphosphonate therapy

Solitary » See pathway for Stage IV,
metastasis Mib. solitary site (NSCL-11)

Disseminated

metastases — See Systemic Therapy (NSCL-13

05.3.2010

+Palliative external-beam RT + orthopedic care (NSCL-13)

www.icp-med.gr
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THERAPY FOR RECURRENCE FIRST-LINE THERAPY
AND METASTASIS (& (category 1)
|or )
Bevacizumab + chemotherapy %% (if criteria met)®

or
| Cisplatin/pemetrexed ™ (cat 1) (if criteria met) ¢
Performance isplatin/pemetrex (category 1) (i eria met)

status 0-1% jor
| Cotuxi z N indd

(camorv 28B)

Systemic ther 3
ystemic apy"™ \ Erlonmb for EGFR mutation positive patients®®
and best ‘ i indd

(meqory ZB)

_.‘,.

supportive care |

Performance
status 2

jor
|Erlotinib for EGFR mutation positive patients®® —s»
Erlotinib for EGFR mutation positive patients 99

or
status 34 | Best supportive care only (See NCCN Palliative Care Guidelines)

¢ The ¢ Motas sease

‘Psﬂamanw status (PS) 2 paben(s hove greater taxicity and polontal for lower benefit than PS 0-1 patients

YAny regimen with a high risk of thrombocytopenia and the potential risk of bleeding should be used with caution in combination with bevacizumab.

“Bevacizumab shouid be given until progression.

93Criteria for troatment with NSCLC, and no history of hemoptysis. Bevacizumab shoukd not be given as a single agent,
unless as maintonance i initially uu:d wﬂh d’mmn!humpy

Is not histology.

There is evidence of superior «rmcy and reduced toxicity for dsplatin/pemetrexed in patients who do not have squamous histalogy, in comparison to
cisplatin/gemcitabine. Scaglotti GV, Parikh P, von Pawel J, et al. Phase Ill study comparing Gisplatin plus gemcitabine with cisplatin plus pemetrexed in chemotherapy-
naive pationts with advanced-stage NSCLC. J Clin Oncol 2008:26:3543-3551

“Pirker R, Periera JR, SzczesnaA, et al. Cetuximab plus chematherapy in patients with advanced non-small-cell lung cancer (FLEX): an open label randomised phase
I8 trial. Lancet 2009;373:1525-1531

oMok TS, Wu YL, Thongprasest S, et al. Gefitinib or paciitaxel in N Engl J Med 2009;361:947-57.

TFull-dose cisplatin for PS 2 pationts should be given selectively.

Wincue A, Kobayashi K. Usui K, et al. First-line gefitini for patients with advanced non-small cell lung cancer harboring epidermal growth factor receptor mutasons
without indication for chemotherapy. J Clin Oncal 200927:1384-1400.

Clinical Trials: NCCN beleves that the best patient is in Participation s especiaby

Not: 24 Indicated. ‘

Varmcn 22010, 121506 © 000 Natiral Comspraranmne Cancer Natacrt, b A3 e reasrvact ween NSCL-13

05.3.2010 www.icp-med.wgr

15



SR Practice Guideli 451 oo ofConots
N[OOI - 0coogy - v22010  Non-Small Cell Lung Cancer s Do s

THERAPY FOR RECURRENCE FIRST-LINE THERAPY
AND METASTASIS T S
Jor
|Bevacizumab + chemotherapy % ¥2 (if criteria met)™
lor
Performance fCisplminlpemﬁrexedW (category 1) (if criteria met) ¢
status 0-1* jor
;l“ Imahivi Ihina /el P dd
|(category 2B)
Systemic therapy ™ E‘M " " ™ - SeahiScLl
R |Erlotinib for EGFR mutation positive patients®® —,
supportive care |Cetuximabivinorelbine/cisplatindd
((category 28)
Performance ;0" 5 &
status 2 C by
Jor
|Erlotinib for EGFR mutation positive patients ®¢—»
Pakarinince ]\Erlo(lnlb for EGFR mutation positive patients 99
lor
status 34 |Best supportive care only (See NCCN Paliative Care Guidelines)
05.3.2010 o 3
www.icp-med.gr

i i b,
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THERAPY FOR RECURRENCE AND METASTASIS

Progression — Mmmmmﬂmm ¥

INSCL-15)
[Yumor
|ashonss See Progressive Disease
Pre it
Cycle 1~ evaluation™” ogression™ NscL1S)
|if clinically
lindicated
thwonu [Tumoe
or stable Cycle2-+{res, Sponee 46 cycles (total) (preferred)
disease [sveluation or until disease progression
or
Continuation maintenance ™
K bevacizumab (category 1) or
|Tumor | cetuximab (category 1) or
|response| | b (category 2B) |_, pojapse -» ELOGrESSIvE
|or stable or ap j
|disease Switch maintenance™ (NSCL-15)
pemetrexed (category 28B) or.
erlotinib® (category 2B) or
docetaxel (category 3)
or
Observation
- rapy for tic Di
) s not for histokogy.

Some institutions advocate imaging (CT) studies 1o evaluate tumor progression after the Srst course.
iCappuzzo F, et al. Efficacy and safety of erotinib as first-ine maintenance in NSCLC following non-progression with chemotherapy: results from the phase Il SATURN
Study. 13th World Conference on Lung Cancer 2009;Abstract A2.1

Not: Al recommendations am category 24 unless otherwia s indicated.
Chinical Triats: the y patient is in . s especially encowaged.

Veron 27010, 17715408 © 2000 Matanel Comgrenensive Cancer Netwcrt, inc. A8 Aghts reservec o NSCL-14
LLALALET A ] llvu-gr
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PROGRESSIVE SECOND-LINE THERAPY THIRD-LINE THERAPY
DISEASE
Best supportive B
care (See NCCN
Performance iati
status 0-2 Guidelines)
or
Clinical trial
w Performance "
Docetaxel™ —— status 028 Erlotinib™d —» Progression
or
Pomotnxed" — o o
st supportive
R Performance care only (Seg
ol immb p #-Prograssion status 3,4 umuzZumm
Platinum doublet

(if erlotinib given

as first-line) e care only
2) Performance _,Sea NCCN Pallaive Gare
| Guidelines)

Performance _
status 3-4

- te Thar: n 4 N =F]
*Performance status (PS) 2 patients have greater toxicity and potensal for lower benefit than PS 0-1 patients.

IPatents with a performance status of 3 were included in the National Cancer Institute of Canada-Clinical Trials Group (NCIC-CTG) trial BR 21
ib may be considered for PS 3 and 4 patients with EGFR mutation.

Notw: 24 Indicated
Cainkcal Trials: NCCN beSioves that the best patient is in Participaton especiaty
Vo 22010, 12718408 © 2000 Natmat Gomprarueive Cancar Natwirs, 1 A% RS reanevd weew NSCL-15

R |

Practice Guide i
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CLINICAL PRETREATMENT EVALUATION INITIAL TREATMENT
ASSESSMENT
Surgical resection Chemotherapy
Resect brain lesion + whole of lung lesion® (category 2B) =
brain RT (WBRT) (category 1) T1-2, | |or
o) + NO-1; |-*|SRS (category 2B)
(SRS) (category 2B) T3,NO| |or gl
or Ci of
SRS £ WBRT (category 2B) * |lung lesion®
Stage IV, * Mediastinoscop: (category 2B)
Mib: _, |*Bronchoscopy
solitary «Brain MRI
d
she * PETICT scan Local therapy for adrenal T1-2,N2; T3, :
lesion (if lung lesion curable, N1-2; Any T, |~
:;g“‘: M‘“g“‘ based on T and N stage) N3; T4, Any N (NSCL-13)
Adrenal -+ by needle (category 3)
or resection| |°" ic th
See Systemic therapy
(NSCL-13)
Workup as 2
Stage IV, M1b: _, | ynically |—» S22 Systomic Therapy
disseminated indicated (NSCL-13)
9Positive PETICT scan findings need pathologic or other radiologic confiemation. If PETICT scan positive in fhe mediastinum,
lymph node status noeds patologic confirmation.
*See Principies of Surgical Therapy (NSCL-B). N A
“YSae NCCN CNS Guidalines.
Note: All recommendations are category 2A unless otherwise indicated.
| Clinical Trisks: that the best patient is in Participaton in s aspacialy
Veron 22010, 1271500 © 2008 National Compranwrmiv Cancer Networs, e ASl ights resmrved wooN. NSCL-11,
e ars =




Movnpnc Metaotaon

Stage IV,
M1b:
solitary
site

| Resect brain lesion + whole
| brain RT (WBRT) (category 1)
[+ stereotactic radi

BrainV

Madiaeti
.

L
« Bronchoscopy
«Brain MRI
+PETICT scan?

Pathologic
diagnosis

Adrenal -+ by needle

gery
" (SRS) (category 2B) 4
or
SRS £ WBRT

——

\

| Local therapy for adrenal
|lesion (if lung lesion curable,
|based on T and N stage)

| (category 3)

or resection| |%"

05.3.2010

iﬁ §¥§]§m$ mﬂ‘lnx
| (NSCLA3)

Surgical resection_, Chemotherapy
of lung lesion® (category 2B)
T2, or
NO-1; |~*|SRS (category 2B)
T3,NO| |or Surgical
Chemotherapy resection of
(category 2B) — " |lung lesion®
(category 28B)
T12,N2; T3,
N1-2; Any T, |— SteSystemic Therapy
N3; T4 AnyN|  (NSCLAY)
- 3
www.icp-med.gr

National Cancer Institute Guidelines

Treatment options:

1

2,

@

Palliative radiation therapy.[33]
Chemotherapy alone.
For patients who have received platinum chemotherapy previously:

® Docetaxel [14,17]

® Pemetrexed.[17]

® Erlotinib after failure of both platinum-based and docetaxel chemotherapies.[34]
Surgical resection of isolated cerebral metastasis (highly selected patients).[6]
Laser therapy or interstitial radiation therapy for endobronchial lesions.[35]
Stereotactic radiosurgery (highly selected patients).[3.5]
http://www.cancer.gov/cancertopics/pdg/treatment/non-small-c... 5/3/2010

05.3.2010

www.icp-med.gr
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SCLC — Mikpokvtrapikod kapkivouo

AmodekTA ‘Ev8eI§n yia xeip/kf Beparreia éxouv Trepitou < 5%
TWV apXIKG S1ayVWOKOPEVWY TTEPITITWOEWY aoBevwyv pe SCLC

Eri ptx YroTpotig Néoou:
m auTh Bewpeital TENIKEYMENH Néoog
= Evodeikvutal:

X/0

f elcaywyr acBevolg o€ TTPWTOKOAO KAIVIKAG MEAETNG

TTAPNYOPIKN AVTIMETWTTION CUPTITWHATWY
(oupTrepidapBavopévng Kail TOTTIKAG AKTO)

[ NCCN Practice Guidelines in Oncology v.1.2010 ]

05.3.2010 www. i cp-m ed.37gr

XYMIIEPAXMATA

H mpoyvwon cival MTwxA NETA aTTO TOTTIKA
Y1oTpo1A Kal akoun MNMrwyoTepn PeTd atmd
Mepakpuopévn YTrotpotii No6oou

Avapevouevo O@eAog (Mapdtaon Zwhig & BeAtiwon Moiétntag
autic) O OUYKPION ME KivEUvoug AVTINETWITTIONG
& TaAaimrwpia aoBevolg

O1 uttdpxouoeg KateuBuvTrpieg Mpaupéc Bonbouv
oTnV £§ATOMIKEUMEVN Kal aITioAoynuévn Afwn
Y1reuBuvng ATToQaong yia AVTIUETWTTION UTX/KAG
YTTOTpOTIAG

29.5.08

" 38
www.icp-med.gr
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