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mutacioneddriver
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Clinical and Translational Oncology (2019) 21:3-17
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CLINICAL GUIDES IN ONCOLOGY

@ CrossMark

SEOM clinical guidelines for the treatment of non-small cell lung
cancer (2018)

M. Majem'® . 0. Juan®- A. Insa® - N. Reguart?- J. M. Trigo® - E. Carcereny6 -R. Garcia-Campelo’ - Y. Garcia® -
M. Guirado® - M. Provencio'®

GOOD SCIENCE

BETTER MEDICINE

BEST PRACTICE . . T .
Updated version published 18 September 2019 by the ESMO Guidelines Committee

CLINICAL PRACTICE GUIDELINES

Metastatic non-small cell lung cancer: ESMO Clinical Practice
Guidelines for diagnosis, treatment and follow-up’

Originally published in 2018 — Ann Oncol (2018) 29 (suppl 4): iv192—iv237
D. Planchard’, S. Popat?, K. Kerr®, S. Novello?, E. F. Smit®, C. Faivre-Finn®, T. S. Mok’, M.
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Stage IV NSCLC (no targetable alterations)

PS 61
PDL1 < PD[ mx p /¥ l l
50% SCC and neBCC
* Singleagent
CT (1,B) BSC
Carboplatin (11,B)
basedCT (II,A

Platinum basedCT (1,A) Platinum+PemetrexedIl,A) _
Platinum+Taxane+Pembrolizuntal Taxol+CBDCA+Bevacizum@) Pembrolizumab
(1,A) Paclitaxel€BDCA+Bewtezolizumab(1,A) (LAY)
Platinum+Taxane+Atezolizuntdb Platinum+PemetrexedPembrolizumalfl,A)
B) Platinum+PemetrexetAtezolizumatil,b)

(*) combination of immunotherapy + CT may be considefe
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I 1
Never or former light PD-L1 expression®
smoker (< 15 pack-years) 1

Any expression of PD-L1
|
| 1

Molecular test
(ALK/EGFR/ROS 1/BRAF)

PS 0-1 PS 0-2° ot
| Pembrolizumab
| [l A; MCBS 5]
Negative

Pembrolizumab Atezolizumab 4-6 cycles 4-6 cycles
Follow recommended High TMB + carboplatin/ + carboplatin/ Platinum-based ChT: Carboplatin-based ChT:
treatment in (= 10 mutations/Mb) paclitaxel or nab-P (4-6 cycles), Cisplatin/gemcitabine [iI, A < 70 years and PS 2 [Il A]
carboplatin/nab-P followed by Cisplatin/docetaxel I, A = 70 years and PS 0-2 [, A]
(4 cycles), followed atezolizumab Cispiatin/paclitaxel [I, A) Single-agent ChT:
by pembrolizumab n, 8 Cisplatin/vinoreibine [, A] Gemcitabine, vinorelbine or
[I, A; MCBS 4J¢ Carboplatin/gemcitabine [, A] docetaxel i, B]

Carboplatin/docetaxel I, A}

Carboplatin/paclitaxel [I, A]

Carboplatin/vinorelbine [I, A]

Carboplatin/nab-P [I, 8]

Targeted
therapy

function of PD-L1
expression level

Nivolumab/ipilimumab
0. Ay

1
Disease progression Disease progression
|

PSO-1 Nivolumab [I, A, MCBS 5)°
Piatinum-based ChT Atezolizumab [I, A: MCBS 5}
(see first-line treatment without 10) Pembrolizumab if PD-L1 > 1% [I, A; MCBS 5]°

Docetaxel (i, B]
Ramucirumab/docetaxel [I, B; MCBS 1}
Eriotinib [iI, C)

Afatinid I, C; MC8S 2}
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Stage IV NSCC: Molecular tests negative (ALK/BRAF/EGFR/ROST)

PD-L1 expression®
1

r 1
PD-L1 = 50% Any expression of PD-L1
1
< 1
PIS 2 PS 3-4

+

Atezolizumab/ 4-6 cycles 4-Gcycles
bevaczumah Platinum-based ChT: Carboplatin-based ChT:
with carbopiatin Cisplatin/gemcitabine [I, A] < 70 years and PS 2'[ll. A
and paciitaxel Cisplatin/docetaxel [1,A] =70years and PS0-Z [1,A]

(4-6 cycles), Cispiatin/paclitaxel [I,A] Slf\glg—agept Ch‘l;A
followed by Cisplatinivinoretbine (1, A} Gemcitabine, vincralbine,
atezolzumab Carbopiatin/gemditabine [1, A] docetaxel {1, B]
/bevacizumab Carboplatin/docetaxel [I, A] or pemeitrexad [II1, B]
[1, A; MCBS 3)* Carboplatin/paciitaxel [I, A]
Carboplatin/vinoreibmne (1, A]
Cisplatin/pemetrexed [¥, A
Carboplatin/pemetrexed [Il, B]
Carboplatin/nab-P [1, B]
+/- bevacizumab [L A with carboplatin/
palitaxel, otherwise (i, B}

Atozolizumab
+ carbopiatin/
nab-P (4-6
cycles],

PS0-1 High TMB Pembrolizumab/ Atezolizumab/
g {= 10 mutatons/Mb)
Pembrclizumab pemetrexed and pemetrexed and

1. &: MCBS 5) platinum-based platinum-based
ChT (4 cycles) ChT (4-6 cycles),
followed by followed by
pembrolizumab/ atezolizumab/
3 pemetrexed pemetrexed [I, Bf
Nivolumab/ {1, A; MCBS 4]'
pifimumab
0. AFX

followed by
atezolizumab
{1, A; MCBS 3P

Partial response 3r statle disease

Maintenance treatment:
Pemetrexed (continuation) [1,A]
Gemcitabine (continuation) [1, B]

Pemetrexed (switch) [1, B]

+/- bevacizumab (if given before)

T
. Disease progression
Disease progression 1

PS 0O-2 Nivolumab [I,A, MCBS 5]*
Platinum-based ChT Atezolizumab [I, A MCBS 51
(see first-ling treatment without 10) Pembrolizumab i PD-L1 > 19 [1,A; MCES 5}*
Docetaxel [I. B]
Pemetrexed [I, B]
Ramucirumab/docetaxel [I, B; MCBS 1]°

Nintedenib’docetaxel [II, B)
Erlotinib (I, C]
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MONOTHERAPY IN NSCLC PHASE IIl TRIALS

Sample

1L AllhistologiedNSCLC

PD[ M x INA305

1L All histologiesNSCLC
PD[ M x\N&E274

[ 1L All histologiesNSCLC

—>

PD[ M X305

1L All histologiesNSCLC
PD[ m  \EB41

1L AllhistologiedNSCLC
All comers N=1739

4 4

1LAll histologiesNSCLC
All comersN=1850

\ v

Treatmentscheme Primaryendpoints
Pembrolizumab
»  PFS
Platindoublet
Pembrolizumab
—> O
Carbdpaclor CarbdPem
PEM +Platindoublet
—> OS
Platin Pemor Platinf Gem
Nivolumab PFSPDL1
CT fistologydependen) X P22
Nivolumab | ospPa1>1%
CT histologydepende)
Durvalumab PF
S OS
CT fistologydependen)

Results
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MONOTHERAPY IN NSCLC PHASE IIl TRIALS

Sample Treatmentscheme Primaryendpoints Results

1L All histologieNSCLC Pembrolizumab
Keynote024 PO o 009'&;6,05 > PFS
X - Platindoublet \

v

- : A Nivolumab PFPDLL )|

Checkmat®26 1L AllhistologiesNSCLC > X pE'3 :
| PD{ ™ ox\=B4l CT kistologydependen) :

Checkmate227 lLAﬁII hi;to:og’i\;af’:??g—c_, Nivolumab »| 0SPEL1>1%] |
Partl comers N= CT histologydepende) i
MYSTIC [ 1L AllhistologiesvscLC| Durvalumab Pl os |

k All comersN=1850 ) CT histologydependen) S !




14*Jornadas HITOS |,
ONCOLOGICOS: e’

2019

5-Year Long-Term OS from KEYNOTE 001

Treatment-Naive Patients
Median (95% Cl)

Previously Treated Patients
Median (95% Cl)

PD-L1 TPS Events, n/N OS, mo PD-L1 TPS Events, n/N OS, mo
TPS 250% 17/27 35.4 (20.3-63.5) TPS 250% 104/138 15.4 (10.6-18.8)
TPS 1%—49% 43/52 19.5 (10.7-26.3) TPS 1%—49% 146/168 8.5 (6.0-12.6)
TPS <1% 83/90 8.6 (5.5-10.6)
100 100
90+ 5-Year OS, % (95% CIl) 90 5-Year OS, % (95% CI)
80 29.6 (7.7-56.1) 80+ 25.0 (18.0-32.5)
70 4 704 12.6 (7.9-18.5)
s 60- o 60 3.5 (0.7-10.0)
17 R - b S s, T e ettt T EL LTI LR LA L e Y S - 0 b R e S e e e e L e L P L P L L ELEEED
© 40 , S S 404
30 T 30+
204 "_‘ﬂ_..l_,_. 20+ I_l
10 10 A
(4] T T T T T T T T T T T T T v (V] T T T T T T T T T T T T T J
0O 5 10 15 20 25 30 35 40 45 50 55 60 65 70 75 0O 5 10 15 20 25 30 35 40 45 50 55 60 65 70 75

Time, months

Time, months

Garon et al., ASCO 2019 (LBA 9015)
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Reck KN024 WCLC 2019

KEYNOTE-024 Study Design icto: - Qyerall Survival: Updated Analysis

Events, HR

Key Eligibility_Criteria Pembrolizumab N n (%) (95% Cl)

100+ ;
- Untreated stage IV NSCLC 200mg IV Q3W 01 Pembrolizumab? 154 97 (63) 0 5%150586)
s rL-LoiEszIun R Chemotherapy 151 113(75)  p-= 0,004
- ECOG PS 0-1 2 807 : gl;:;o
* No activating EGFR mutation or 5 107 L oRedo D43.7% . )
ALKtranslocation E 60- : 20.9% S41.0%  Median (95% Cl)
= No untreated brain metastases Platinum-Doublet B B0 g i e R A s 26.3 mo (18.3-40.4 mo)
- No active autoimmune disease Chemotherapy = 4. : 14.2 mo (9.8-18.3 mo)
requiring systemic therapy (4-6 cycles) = 2
$ 30
© %]
Key End Points 104 : : :
Primary: PFS (RECIST v1.1 per blinded, independent central review) B s e e
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48
Secondary: OS, ORR, safety Time, months
Exploratory: DOR No. at risk

Pembrolizumab 154 136 121 112 106 96 89 85 78 73 73 69 66 64 50 24 5
Chemotherapy 151 124 108 88 80 69 61 56 48 46 44 37 35 33 24 14 6

cEffective crossover rate from chemotherapy to anti-PD-L1 therapy, 64.9% (98 patients in fotal crossed over to anti~PD-[L]1 therapy: 83 patients crossed over to pembrolizumab during

the study, and 21 patients received subsequent anti-PD-L1 therapy outside of crossover; patients may have received =1 subsequent anti-PD-L1 therapy). ®Nominal P value.
Data cutoff: February 15, 2019

ReckESMO 2019
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Overall Survival: TPS 250%?

KEYNOTE-042 Study Design

E £ - n.:nl} m{ f‘l’
Key Eligibility Criteria Pembrolizumab 1001 fase Pembrolizumab 180 (60) 0.70
- Untreated locally advanced or 200 mg Q3W 90 ;3% Chemotherapy 220 (73) (0.58-0.86)
metastatic NSCLC of any histology |
for up to 35 cycles e 80
- PD-L1 TPS 21%?2 R i
: Median (95% C1)
- No sensitizing EGFR or ALK alterations Randomize > 30.0 mo (15.0-24.2)
. 1:1 ) z 2 mo (10.4-14.
ECOGPSOort Carboplatin AUC 5 or 6 Q3W\ F G e o
» No untreated or unstable CNS Paclitaxel 200 mg/m2 Q3W 2
metastases OR s
* No history of pneumonitis that required - 2
systemic corticosteroids N =637 Carboplatin AUC 5 or 62Q3V\ o
Pemetrexed 500 mg/m? Q3\V
Stratification Factors _ . for up to 6 cycles 107
] ; End points :
- Region (east Asia vs rest of the world) = = 0 T T T T T T T 1
«ECOG PS (0 vs 1) « Primary: OS in PD-L1 TPS 250%, 220%, ai| [ 3 12 18 24 30 36 4z 48
+ Histoloav (sauamous vs nonsauamous) < Secondary: Prs and ORR I 1PS 250%, =4 No. at risk Time, months
- PD-L1 TPS (250% vs 1%—49%) and =21%; safety in TPS 21% Pembrol
Current analysis planned to occur ~45 months pemPlat  2%° 224 190 157 94 50 2 1 0
sentral nervous system. study start flacebol 300 231 151 113 50 31 8 2 0

Mok AACR 2019



