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Non-smaii cell lung cancer
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CPG: Non-small cell lung cancer

Clinical practice guidelines serve as a
guide for doctors and outline appropriate
methods of treatment and care.

Guidelines can address specific
clinical situations (disease-oriented) or
use of approved medical products,
procedures, or tests (modality-oriented).
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CPG: Non-small cell lung cancer

 Create by whom ?

e For whom ?-----applicability



CPG: Non-small cell lung cancer

Diagnosis and Staging methods
Procedure / Technique / Imaging
Method ---- Fine Needle

---- Biopsy

---- Bronchoscope
Imaging ---- CXR

- CT/PET.CT

CLINICAL STAGE / SURGICAL STAGE



CPG: Non-small cell lung cancer

e Clinical factors
e Disease ---- tempo/emergency

 Treatment ---- Surgery /
Radiotherapy / Chemotherapy /
Targeted therapy



CPG: Non-small cell lung cancer
Clinical factors

 Age / Gender

e Performance Status

e Co-morbid Condition (PFT)
* Psychological Factor
 Economic Factor



CPG: Non-small cell lung cancer
Disease ---- tempo/emergency

e Growth rate (doubling time)

e Pleural / pericardial effusion

e Brain Metastases

e Cord compression

* Metabolic dysfunction---- Ca, Na



CPG: Non-small cell lung cancer
Treatment

e - Surgery / Radiotherapy /
Chemotherapy / Targeted
therapy



CPG: Non-small cell lung cancer
SURGERY

* Assessment for complete resection
? Role of Mediastinoscope / VATS
* Nodal resection ---- systematic node
---- sampling
e Assessment of surgical specimen



CPG: Non-small cell lung cancer
Radiotherapy

 Machine

e Technigue

e Aims (cure vs palliative)
e Toxicities



CPG: Non-small cell lung cancer
Chemotherapy / Targeted therapy

« AIms : Cure vs Palliative
e Quality of Life

e Toxicity

e Survival

COST -EFFECTIVENESS



CPG: Non-small cell lung cancer

Supportive and Palliative Care






JzezU09)InA1HS UNIS 1oAY HA non-small cell

Occult carcinoma
Stage 0

Stage IA

Stage 1B

Stage 1A

Stage 11B

Stage II1TA

Stage I1IB

Stage IV

*AJCC Cancer Staging Manual, 5t edition (1997)

X
Tis

Tl

T2

Tl

T2

T3

T1

T2

T3

T3
Any T
T4
Any T

NO
NO
NO
NO
NI
NI
NO
N2
N2
NI
N2
N3
Any N
Any N

MO
MO
MO
MO
MO
MO
MO
MO
MO
MO
MO
MO
MO
M1



UNUTNIYATUIUN
fu NSCLC



Adjuvant chemotherapy IUD@UDH NSCLC Sz:=M 1
(IA: TINOMO)

oy NSCLC s=8:=M I (1A) AlASumskintoniou
UzISuaNnUAMSIH Adjuvant chemotherapy U

May benefit patients however datas were not strong

(advice WUDGUWNNISHNYA clinical trial)

S=RUANIUZUN 2
AINNnangIu B



Adjuvant chemotherapy IUD@UDH NSCLC Sz:=M 1
(IB: T2NOMO)

108 NSCLC szg=11 I (IB) NlASUMSHANIN

AouuzISuoannuAMSId Adjuvant chemotherapy uu
May be benefit according to the latest information

(Futher clinical trial is needed)

S=RUANIUZUN 1
AINNangIu B



Dopaduuduums ngnaliuinuanaNIng

] oUalSNv1M 3 randomized controll trial

1. IALT trial U
3 S=8= (S:=9:]

oyanina0uJogLNSouuIudIY
I—III)[[EI:[T]UIT ol ai positive

2. ANITA tria
3. JR-10 trial :

| NSCLC stage IB/II
NSCLC stage 11

goyan 2 MnMsligIUFT [Wudoyannusnadiu

na=wuUs=lgmiannzluy=1Sus=g=n 1A 1a: IB 11U



Adjuvant chemotherapy IUDjﬂC)H NSCLC
S=g=11 11

108 NSCLC s:8:=0 1T uuigoanlatu
S=g= ITA N0 TIN1 MO
S=g= II B NOT2N1MO 1az=T3NOMO



Adjuvant chemotherapy TUD\W YgS=g=M 11
(T1-2N1MO)

108 NSCLC s=¢=A 11 (T 1-2 NOMO) filASuns
HAnLAUL=ISI9aNNUA MSIA Adjuvant

chemotherapy uu
May benefit these patient More clinical trial 1s
needed

SzAUAILUUN y)

AUNNnangIu A



NNSSAYIAJY Adjuvant radiotherapy
may be useful in margin positive patient

need more clinical trial

S=AUNNIUUN 2
ANNanN U A



Adjuvant chemotherapy IUDjﬂ VgS=g=M 11 (T3 NOMO)
asainthaneenhinun n1ssSavIEaSUAIYSIASAY
1M IHNSsantidnATu

AMSUUNUINIaINSSAYILEASUADYgNATUTUAUU
msAnuntuilogndut

May benefit as in stage I or 11



Adjuvant chemotherapy
tuilos NSCLC S=g:71 11



Uogs:g: A fiiineonlanun msivi
Adjuvant chemotherapy 919INUNMSSOATWLA
may be benefit

SzMUAIUUN 1
AUNNangIu A



Adjuvant chemotherapy
(unaw (s:8: II1A1-2)



Incidental N2 disease

oy T3, N1 ua: fuognlhilasums
JUAEIND N2 disease WAlNSUNIS
lAnNoU na=wudUu N2 disease
D1NNNSHNAN



Adjuvant chemotherapy 91011SANYILUU
meta-analysis 009115[d adjuvant chemotherapy
Im881ﬂa:U cisplatin combination WUJ1
UszlggunonUog wuunnsSnyNasungsn
LAUIUN

S=RUNIUUY 2
AUNNnangIu A



Adjuvant combination chemoradiotherapy
Mndoyaludoguu  MSSNYIASURIY
combination chemoradiotherapy (Ulat0d
ons1msogsonvaaiUosivu ol
wu=iningmssnyuanmtanniunis
ANYIIVY

S=AUNIUU 1

nuNMMangu A



naw 2 fUosnlASumsdtdedns N2 uaz i
nudliuNvznn limum

Induction (neoadjuvant) therapy MMUMNIFN1S
HAANIUNND HUDYS=g= TTIA, N2 NJS0Y

Tulasemsdvy anduldlan

S=RUNN U 1
AUNNrangIu B



51ﬁ§UD§ﬂ388383 IIIA Nij performance status f
fono=uuudluudnawisannnoanin
N1SSAWLAY induction chemoradiotherapy SOU
n0Y (MNannNINNSHINNDENILAY)

S=RUNIUN 1
AUNNKrangIu B



lumstihanuzisadan msHinnv=hiinn
Uszlgminoiosmbhidnnsarinnnoon
loavuna waz1nosn debulking tms1=lyln
doglinsodsoniivu

NStUNHANUAITINED residual tumor or
residual nodal disease 919MVISAUN ALY

RSV postoperative radiotherapy



ndun 3 [jU04 locally advanced disease (bulky N2
disease, unresectable) I1IA , I1IB

(U IITA RO mediastinal nodes >2 cm in short-axis
diameter N1 CT scan INYLANI=081801T0T
extranodal involvement, multistation, groupings of
multiple positive small nodes U aaﬂauﬁﬁlﬁs“u
SUASNUNEIDELAGITONSINSOYSONS=P=81)
Uogu1N douuINY=ldgtidnNINNISNS=018109lsA



3.1 Combined chemotherapy with radiotherapy
3.1.1 Sequential CT/RT
3.1.2 Concurrent CT/RT



MuuAinfUd8gU50UaM locally advanced,

unresectable IIIA lldz stage I111B ] performance
status ECOG 0-1, minimal weight loss R)SIASU
platinum-based chemotherapy SOUNUSIASHYTIT0Y
[Mons1MsagsanfindSIdasny1o81igy  dmsu
Dgll] HgNi] performance status > 2 11S{ASUASAY10819
LgOINBUSSIMANNSTNG

S=RUATIUUN |
AUNNangIu A



ﬂa:llﬁ4 S-8: I11B with pleural effusion
LUONINSSAVYILTULAYINUS:=Y: TV



vnuthuasguaduniniumssSauziSolons=g=unsns=01g
NANgIUIN meta-analyses WUININATUWATN IAHTIGUAS
Us=nuus:=nod (best supportive care)
UONNUUS189TMUNISIVIUUU randomized trial  gAduindn
guiinanounuamsNnu:Swon  nazminnunwidnues
osiu
nun AldgnanunInsSnuSIUons=g=unsns=018
S=pUNIIU=UN ]
AUMWHangu A



JUATIFNATUIUN

PS 0-1; No Co-morbid condition

® Cisplatin-based chemotherapy
® Doublet chemotherapy

(non-cisplatin in selected patient)



mistdonilosn:inguaniumin :
uanesndnlumsandanguosnimn:audmsumsiignaiuiin
(10 Performance status (PS) 91nMSANYIULUIY 893 S19WUI
dnsrmssenddnt 1 Uihusesa: 36 41009 PS 1 0
ans1ssentdnn 1 UninduSesa: 16 AEU0Y PS v 1
ua=saga: 9 Moy PS tnnu 2 (P <0.001)
nuAhAlFguadimindmsutostod PS tiiu 0 nSe 1 iniu
PS UNAU 2 ABITMSANIUUSIE 1 : may be single agent

SzAUANIUZUN 1

nuMNrangu .\
PS 11mnu 3 1Sa 4 hinosirgnaiiuiin

SzAUANIUZUN 1

AuNMRangu C



First-line combination chemotherapy:randomised trials in
advanced NSCLC

Study Regimens Tumour  Median 1-year
response survival survival

(%) (months) (%)

Kelly Vinorelbine(25)/cisplatin(100) 28 8 36
et al 2001 Paclitaxel(225)/carboplatin(AUC6) 25 8 38
Schiller Paclitaxel(135)/cisplatin(75) 21 7.8 31
et al 2002 Gemcitabine(1000)/cisplatin(100) 22 8.1 36

Docetaxel (75)/cisplatin(75) 17 7.4 31

Paclitaxel (225)/carboplatin (AUC6) 17 8.1 34
Fossella Docetaxel (75)/cisplatin(75)* 32 11.3 47
2001 Docetaxel (75)/carboplatin (AUC6) 24 9.4 38

Vinorelbine (25)/cisplatin(100)* 25 10.1 42



$S=8:10a1wa0ms (RNAliuIn : Uszuni 3-6 U6
S=RUN U 1
AUNNrangIu B



Elderly Patient ([d0019)
Single Agent Chemotherapy [U1=dlU 3WH§UD§U )87
Performance status (PS) 1ANSaLilsAUSz11DS191US]
Combination Chemotherapy lﬁU"l:E[lJé["lﬁSWDjﬂ[)Hﬁd
Performance status (PS) 0-1 uazluiilsasoutiu 1sno (o
Isaln Isadon “1a

SzAUATILUUN |

nUNMRangu C



Second-line Chemotherapy
mstignnduninnamanigogblsadnsunsanduiu
U1 innasmnlasSusnusnuad 81 1Inbununavv:iiu
USZTHUﬁEhﬁSﬂJDjﬂDHﬁGﬁ Performance status (PS) f
nazHJognunandingnoudauadINogIAtuIUNAUINU
Us:lgnunlanounuenmsnseonamiinunmidniou
MU

S=MUATIUU" 1

AINNangu A



Timing of Treatment : ISULE) E)Djﬂ Jg
Performance status (PS) fAnazui
weight loss SUILSY

S=RUATIUUN 0
nounmnangiu - C



dmSurilogs=g: IV ounfdgennsuadlsaiauay
(brain metastases) [UOIASUNISAIUAVNISTDIISA
navondd Tdnoumsiinnsonsa1e$ed
HUogmana1dnausalmsaninsSnnog
g1ALUNUNLIAN performance status

S=MUATIUUN 0
nUNMRangu C



* Third-line Therapy
nasnfidogblsainsunsenautumini  nawn
lASusgn2uan
g1 gefitinib or erlotinib 019910 S:THUUETWH§UD§U J4

Usdlenunlanounuenmsnseaamiinunmidniu
I

S=MUATIUUN 0

AUNNanNgu A






HUogN1ASUNSITDAYIT N2 disease UazHuuoliy
TinunUosndutidunduni

M

Md1U1SANINNOON

nensailsnlifmelasunmssnulngnisHAnie
pd0IAgY  Tnargsrgaudelavnnnduvogduou
lunlunfazs189ulngnisiy induction chemotherapy
nsemsiisiasnw tolulariionsinsegsonivu
pgnTsdAfIUY UsnduuBINdslASuUMsUSnw
Mnna1gmidgnutiaiidunuoneiumssnu



HUD8NNUINT N2 nodes 91011511 CT scan (1NN 1.0 cm )
NDSY=MIN mediastinoscope LHONSIVADVUNNEDIINTNS
ns=0180091snog U mediastinum NS0l MIULTOINNSHA=40
gouriUosnmuinuunvadneuumdadlnnd 1.0 gu. Tinu
nimsns=0gvadtsau:iSelufouunndss uanvnt [uoy
ﬁﬁextracapsular spread 09U mediastinal nodes NSOUUUNATDN
node NinainSadnmsns=0glUGima1gs=iurainode 1Uundu
ngvovengnsailsnanlya lngiomzeg1geminisns:=0g
&ausioau superior mediastinal node



Induction (neoadjuvant) therapy MMUNIGNSHINN

NS neoadjuvant therapy JUs=lgmilumsioganvuinvasiouttioson
DhliTﬁﬂﬁE[UQ SQITU M micrometastasis A=A surgical seeding U91dgNd N1
imstihanfondausanivuazmudaumunsndouvnnseiAniuug
$1891U 911 8 randomized phase I1I trials (UNSHNY neoadjuvant therapy
"[ﬁﬁﬁaﬁaaﬁaasjnawﬂs:msﬁa pathological staging 10J mediastinal nodes
luniazmsinminounainnang Suoudogisgiauluiiennnms
sousouoglulnsemsdverululaiun vwsigauiilogs:g: T3NO,
T3N1 ua: S=9= B SoUAdY  ag1wlsamu 9nMSANYIUaY Rosell la:
Roth BuTiiiUos 60 s1glunia=msiny nudmsii neoadjuvant
chemotherapy #08ifidns1MsEsonATuNIMSHIANogRYY Tutu:=n
MSANYI9N Depierre Naznu=" usouUogsg:T



[, II tas I[IIA AOYNUNUA UA=N1 subset analysis WU
HUogs:g:1 NO, N1 Hans1n1sagsanonnssng
neoadjuvant chemotherapy f101N1SN1NNOF1ILAYD
ualundy s=g= A Usznouadguog 92 $19104
chemotherapy-surgery lld= 75 S18U0J surgery-only
navosmssSnwlilauanswiu  Tunsinyn 3
19911 TEdogundouniasusidsnynasy
SOURAdYUDNNUDDINNISHAN



muuAinfe HUosszs: MIA poseglulnsimsdvganiulula
nSolHN1SSNYINIY bimodality NS0 trimodality ANJ1A1SNIARN
08g101AY)

S=AUMTIUZUN 1

AUNWnangu B
Surgical consideration
lumsihanuasoan msianlilainaus:leninagUoginli
dsariinnoaonlamun wazlundsn debulking ts1=lylnGog
inmsagsoniivu

S=AUAIUN 0

AUNWnangu B



tunsaintiNnuAITINED residual tumor or residual nodal
disease Djﬂ 08MISIASU postoperative radiotherapy
S=AUANIUUN 1
pummnangiuy - C



Concurrrent chemoradiotherapy and surgery

[ou1nmsni oy AuJd1 neoadjuvant chemotherapy and/or radiotherapy DIHAMNO
nozunsndounsotiumsIdeidAnAINISHIAN'  wANDna19s189MuANAU
doyamindnmtiusgiulsaumsninuiunuaddasunng  nMsHIAn
Nadvn induction chomoradiotherapy moo:”[ﬁ"[ﬁo’m‘]uﬁaamnnsw Djﬂi)fi
Soya: 60-75 INMIUNAYUAUDIAD induction therapy  MOUYINHANISHNY
Southwest Oncology Group lldz Bueno laznfu=>" 1i0d1 dns1msagsonlufioy
NlASU chemoradiotherapy SOUAYETANARNIINSHIANOELAYD UATUISNI]
laduz1Sonadindeodluioutnndaindinn induction therapy HonNSI1NSaY
SOAMIN (median survival 10 months, 5-year survival 9%) Walfigunu ﬂalllﬁv[ﬁ
indasaglsnlag(complete pathologic clearing of residual disease) 10d09S1801U
Winowiiudn MsHAANAaINNMSIA concurrent chemoradiotherapy TuiUos

i residual nodal disease (gYUIAENSTI1 biopsy) WlAMIHaNS1NMSOLSOMGTU



Concurrrent chemoradiotherapy and surgery

S"lS\ﬂUEi"lEjmTU ASCO meeting lld= World Lung Cancer 2003
TNy Albain waznou= B1U phase 111 study Tutog429 s1g Ing
ISUTH induction chemoradiotherapy UaAzILUY Djﬂi)fi ooniJuday
ndu fornin nselisedsnusie foemideundulisu adjuvant
chemotherapy GERY ﬂEiUV[ﬁShU adjuvant chemotherapy 199U
ASUMUANINUN DEUDHﬁV[ﬁISDUﬂﬂSNWTﬂﬁ progression free
survival (14.0 uaz 11.7 tiou) Andndunlylasumsiin
median survival (22 iou)llauanawiulus=t fonossomna
msAnMUEUgRBNS=g:=NTUINOUSATUINSIMSOESONBNNSY



Muu=u1Ne WUogs=gz IMA fij performance status
A douud=duudluudawisaninnoaanln ms
SYILAY induction chemoradiotherapy SOUMDY
Mafnd)nsSHINnag1Lngd

S=MUATIUUN 1
nUNMRangu B



Chemotherapy of Advanced Lung NSCLC Cancer

Guideline: There is evidence from meta-analyses of a small survival
benefit of chemotherapy over best supportive care in performance
status 0-2 NSCLC patients. If symptom control and quality-of-life
are the outcomes of interest, chemotherapy appears to be of benefit
based on non-randomized trials analyzing chemotherapy for this
purpose. Chemotherapy 1s an option for palliative therapy of
patients with NSCLC provided there 1s a full discussion of the
benefits, limitations and toxicities of the treatment.

Level of Evidence: I (survival benefit), IV (quality-of-life, symptom
control)

Grade of Recommendation: A (survival), C (quality-of-life,

symptoms



Patient Selection for Palliative Chemotherapy

Palliative chemotherapy patients should have ambulatory
performance status of ECOG 0,1,or 2. Previous
radiotherapy 1s associated with increased chemotherapy
toxicity. Renal, hematologic and hepatic function must

be adequate.



Palliative Chemotherapy Regimens

Platinum-based chemotherapy remains the

“backbone” of current chemotherapy.



Chemotherapy Duration



Second-line Chemotherapy

Stage IV NSCLC

Guideline: In the absence of compelling data, the
Panel consensus 1s that chemotherapy should be
administered for no more than eight cycles in patients
with stage IV NSCLC.

Level of Evidence: III to IV

Grade of Recommendation: D, Panel consensus



Timing of Treatment:

Guideline: In patients with unrespectable stage 111 disease,
chemotherapy may best be started soon after the diagnosis of
unresectable NSCLC has been made. Delaying chemotherapy
until performance status worsens or weight loss develops may
negate the survival benefits of treatment. In patients with
stage IV disease, if chemotherapy i1s to be given 1t should

be initiated while the patient still has good performance status.
Level of Evidence: IV

Grade of Recommendation : C, Panel consensus



Second-Line Therapy:

Guideline: There 1s no current evidence the either confirms or
refutes that second-line chemotherapy improves survival in
nonresponding or progressing patients with advanced NSCLC.
Second-line treatment may be appropriate for good performance
status patients for whom an investigational protocol 1s not
available or desired, or for patients who respond to initial
chemotherapy and then experience a long progression-free
interval off treatment.

Level of Evidence: III

Grade of Recommendation : C, Panel consensus
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