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• CM227. 
• CM9LA 
• CCTB734: durva-treme-QT
• Cytiscape
• WJOG10718L atezo-bev. 

Inmunoterapia

• IT: KN024: datos a los 5 años
• QT-IT: KN189: análisis final

Actualizaciones 

Mismas estrategias, diferentes fármacos

• Empower Lung 1: cemiplimab
• ORIENT 12.

• ONO 453852/TASUKI 
• ORIENT 11. 

Otro tipo de nuevas estrategias 



KN189 
Platino-pem-pem. Analisis final

Rodriguez Abreu D ASCO 2020



KEYNOTE-024 Study Design (NCT02142738)

aOptional pemetrexed maintenance therapy for nonsquamous disease. bPermitted for nonsquamous disease only. cPatients randomized to pembrolizumab who completed 2 years of 
therapy or who stopped pembrolizumab after achieving CR and then had PD were eligible for a second course of pembrolizumab monotherapy. dBefore the DMC recommendation and 
amendment 8, which permitted those in the chemotherapy arm to be offered pembrolizumab (based on interim analysis 2 data), patients were e ligible for crossover when PD was 
confirmed by blinded, independent, central radiology review.

Key Eligibility Criteria

• Untreated stage IV NSCLC
• PD-L1 TPS ≥50% 
• ECOG PS 0–1
• No activating EGFR mutation or 

ALK translocation
• No untreated brain metastases
• No active autoimmune disease 

requiring systemic therapy

Pembrolizumab 
200 mg IV Q3W
35 cycles (2 years)

R (1:1)
N = 305

Platinum-Doublet 
Chemotherapya

(4–6 cycles)

• Pemetrexed + carboplatinb

• Pemetrexed + cisplatinb

• Paclitaxel + carboplatin
• Gemcitabine + carboplatin
• Gemcitabine + cisplatin

End Points
Primary: PFS (RECIST v1.1 per blinded, 

independent, central review)
Key secondary: OS
Secondary: ORR, safety, PFS (RECIST v1.1 

per investigator review)
Exploratory: DOR

Pembrolizumab 
200 mg Q3W 

(2 years)

PDd

Pembrolizumab 
200 mg Q3W 

17 cycles (1 year)

Second-Course 
Pembrolizumabc

Crossover 
Pembrolizumab
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43.7%
24.7%

35.8%
19.8%

31.9%
16.3%

Median (95% CI)
26.3 mo (18.3–40.4 mo)
13.4 mo (9.4–18.3 mo)

No. at risk
154 121 106 89 78 73 66 62
151 108 80 61 48 44 35 33

54 51
28 26

Pembrolizumab
Chemotherapy

20
13

0
3

0
0

aITT population.
bEffective crossover rate from chemotherapy to anti–PD-(L)1 therapy, 66.0% (99 patients in total crossed over to anti−PD-[L]1 therapy: 83 patients crossed over to pembrolizumab during 
the study, and 16 patients received subsequent anti–PD-[L]1 therapy outside of crossover; patients may have received >1 subsequent anti–PD-[L]1 therapy). Data cutoff: June 1, 2020.

Overall Survivala

N
Events, n 

(%)
HR

(95% CI)

Pembrolizumab 154 103 (66.9) 0.62 
(0.48–0.81)Chemotherapyb 151 123 (81.5)

Received Subsequent Therapy

0 6 12 18 24 30 36 42 48 54 60
Time, months

PD

NE

Death

PR

SD

CR

End of First Course

Completed Second Course

Discontinued Second Course

Second Course Ongoing
• At data cutoff, 5/12 patients (42%) were 

alive without PD per investigator 
assessment

– 3 (25%) did not receive subsequent 
therapy

NE, not evaluable. aDark green bars indicate first course treatment duration and light green bars indicate second course treatment duration. Follow-up was defined as the time to 
progression or last non-progression assessment by investigator. Response was assessed by RECIST version 1.1 per investigator rev iew. bFor a maximum of 17 cycles. c5 patients (42%) 
experienced treatment-related AEs during second-course treatment, all grade 1–2; 1 was an immune-mediated AE (grade 1 hypothyroidism).
Data cutoff: June 1, 2020.

Treatment Duration and Time to Responsea

Second Course of Pembrolizumabb

N = 12c

Alive at data cutoff, n (%) 8 (67)

Objective response during 
second course, n (%) 4 (33)

Best objective response, n (%)

Complete response 0

Partial response 4 (33)

Stable disease 6 (50)

Progressive disease 1 (8)
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22.8%
4.1%

Median (95% CI)
7.7 mo (6.1–10.2 mo)
5.5 mo (4.2–6.2 mo)

No. at risk
154 92 62 46 38 36 30 24
151 73 20 6 5 4 3 2

20 15
1 1

Pembrolizumab
Chemotherapy

3
0

0
0

N
Events, n 

(%)
HR

(95% CI)

Pembrolizumab 154 126 (81.8) 0.50
(0.39–0.65)Chemotherapy 151 141 (93.4)

NR, not reached.
aITT population. bSecondary endpoint; primary endpoint was PFS assessed per blinded, independent, central radiology review.
Data cutoff: June 1, 2020.

Progression-Free Survivala
By RECIST v1.1 per Investigator Reviewb

Brahmer JR ESM0 2020

KN024
Pembrolizumab



Orient 11: 
Sintilimab

Zhang Li WCLC symposium 2020



Orient 12
Sintilimab+ platino/GMZ. 

Zhou C ESMO 2020



ONO-4538-52/TASUKI-52
Nivolumab+ Carbo-taxol-bevacizumab

Lee JS ESMO 2020



Empower-Lung 1 
Cemiplimab

Sezer A ESMO 2020



CheckMate 227 parte 1
Nivolumab + ilipilumab: datos a 3 años

Suresh Ramalingam ASCO 2020 



CheckMate 227 parte 1
Nivolumab + ilipilumab: datos a 3 años



CheckMate 9LA
Nivolumab + ipililulamb + 2 ciclos de doblete de platino

Reck M ASCO 2020



CheckMate 9LA
Nivolumab + ipililulamb + 2 ciclos de doblete de platino



CCTG BR.34
Durvalumab+ tremelitumab +/- QT basada en platino

Natasha Leighl ASCO 2020



WJOG10718L. 
Atezolizumab bevacizumab PDL1>50%.

Presented by Takashi Seto MD @ ESMO 2020 Virtual Meeting: Proffered Paper-NSCLC metastatic 2 LBA55

Study Design

Advanced Non-Sq NSCLC

• PD-L1 TPS > 50% (Dako 22C3)
• w/o EGFR/ALK/ROS1 alterations
• ECOG PS=0-1
• No prior therapy
• Fit to anti-angiogenesis therapy

Atezolizumab 1200mg
+

Bevacizumab 15mg/kg

Every 3 weeks
Up to 2years 

Until PD
or intolerable toxicity

Primary endpoint : ORR (IRC)
Secondary endpoints: PFS (IRC), DoR (IRC), OS, Safety

WJOG10718L; A single arm, open label, multi-institutional study

Sample size: 38
Threshold-Expected ORR: 40-62%.
One side α = 0.05 1-β = 0.8 

JapicCTI-184038

Presented by Takashi Seto MD @ ESMO 2020 Virtual Meeting: Proffered Paper-NSCLC metastatic 2 LBA55

Tumor Response to @Be Regimen (IRC)

Best Response N %

CR 0 0
PR 25 64.1
SD 11 28.2
PD 3 7.7
NE 0 0

CR+PR 25 64.1
90% CI 49.69-76.83
95% CI 47.18-78.80

Water fall plots
Tumor shrinkage ratio from the start of treatment

n=39
Sample size: 38
Threshold-Expected: ORR: 40-62%.
One side α = 0.05 1-β = 0.8 

Presented by Takashi Seto MD @ ESMO 2020 Virtual Meeting: Proffered Paper-NSCLC metastatic 2 LBA55

Progression Free Survival & Spider Plots Curve (IRC)

Progression free rate n=39
month 6 12

% 66.8 54.9

95% CI 48.90 - 79.70 35.65 - 70.60

Duration response rate n=25
month 6 12

% 72.2 48.2

95% CI 48.03 - 86.58 16.24 - 74.56

Spider plots
Tumor response ratio from the start of treatment

Median duration of response 10.4 months (95% CI: 4.63-NR )

Progression Free Survival

PFS events: 16/39 (41.0%)

Progression Free Survival (month)

Median 15.9

95% CI 5.65-15.93

Seto T ESMO 2020



CITYSCAPE
Tiragolumab plus atezolizumab

Melissa Johnson ASCO 2020



Referente: Flaura: SLP 18.9 m y SG 38.6 meses

• CHRYSALIS: amivantomab + lazertinib
• Patritumab deruxtecan: 
• Osimertinib-gefitinib

EGFR

• SINDAS:RT

• NEJ026: bev + Erlotinib
• Active: Apatinib + Gefitinib
• WJOG9715L Fase II: osi+ bev

• Alflutinib:Tkis 3º gen

Tki+ Antiangiogenicos

Nuevos fármacos o 
combinaciones



Alflutinib

Shi Y. ASCO 2020



SINDAS
EGFR oligometastasico: Tki+/- SBRT

Xiaoshan Wang  ASCO 2020



NEJ026
Erlotinib + Bevacizumab

Furuya N ASCO 2018
Makoto Maemondo ASCO 2020 



NEJ026

Makoto Maemondo ASCO 2020 



WJOG9715L
Osimertinib + bevacizumab

Toi Y ESMO 2020

WJOG8715L Study Design

Key Inclusion Criteria
• Advanced lung adeno 

carcinoma

• EGFR-TKI resistant

• Acquired EGFR T790M

• ECOG PS 0-1

Stratification factors
• Sex

• No. of prior chemotherapy

• Institution

Osi 80 mg/day + Bv 15 mg/kg, q3w

until PD
Lead-in part

(N = 6)

Phase II part

(N = 81)

Osi 80 mg/day + Bv 15 mg/kg, q3w

until PD

Osi 80 mg/day alone

until PD

➢ Primary endpoint: PFS by investigator

➢ Secondary endpoints: overall response rate (ORR), time to treatment 

failure (TTF), overall survival (OS) and adverse events (Aes)

R

1 : 1

Kaplan-Meier curves of progression-free survival
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Osimertinib

Osimertinib + bevacizumab

50

HR, 1.44 (95%CI, 1.00-2.08, p = 0.20)

Treatment arm 
Event 
(no)

Median PFS 
(months)

Osimertinib 22 of 41 13.5

Osimertinib + bevacizumab 29 of 40 9.4

No. at risk

Osimertinib

Osimertinib+Bv

41

40

29

30

23

16

9

6

2

1

Characteristic
Osimertinib

(n = 41)
Osimertinib + bevacizumab

(n = 40) P value
Age Median (range) 70 (41-82) 68 (43-82) 0.57
Sex-no. (%) Male 17 (41) 16 (40) 0.58

Female 24 (59) 24 (60)
Smoking status-no. (%) Never 20 (49) 21 (53) 0.91

Smoker or ex-smoker 21 (51) 19 (48)
ECOG performance status-no. (%) 0 17 (42) 20 (50) 0.58

1 24 (58) 20 (50)
Clinical stage-no. (%) IIIb 2 (5) 2 (5) 0.11

IV 26 (63) 33 (83)
Recurrence 13 (32) 5 (12)

Number of pior cytotoxic 
chemotherapy-no. (%)

0 34 (83) 30 (75) 0.54
≥ 1 7 (17) 10 (25)

Types of EGFR mutation-no. (%) Exon 20 T790M 41 (100) 40 (100)
Exon 19del 28 (68) 22 (55) (19 del vs. L858R) 0.32
Exon 21 L858R 13 (32) 18 (45)

Prior anti-VEGF inhibitor Yes 4 (10) 8 (20) 0.22
No 36 (88) 31 (78)
Unknown 1 (2) 1 (2)

Brain metastasis Yes 9 (22) 12 (30) 0.46
No 32 (78) 28 (70)

Sites of detecting EGFR exon 20 T790M-no. (%) 1.00
Peripheral blood 19 (46) 18 (45)
Others 22 (54) 22 (55)

Patients’ characteristics in phase 2 part



Active 
Apatinib + Gefitinib 

Zhang L ESMO 2020



CHRYSALIS
Amivantamab + lazertinib

Cho et al. 45th ESMO Congress 2020. Abstract #2172
CHRYSALIS Phase 1 in EGFRm NSCLC

CHRYSALIS Phase 1 Study: Combination Cohort Design

4

RP2CD

Amivantamab
1050 mg (<80 kg)
1400 mg (≥80 kg)
Intravenous dosing 
C1 QW, C2+ Q2W

+
240 mg lazertinib

Oral daily dosing

1050/1400 mg 
amivantamab +

240 mg lazertinib

700/1050 mg 
amivantamab +

240 mg lazertinib

Dose Escalation
(n=26)

Key Objectives

▪ Establish RP2CD
▪ Safety and efficacy at 

RP2CD

Key Eligibility Criteria

▪ Metastatic/unresectable 
NSCLC

▪ Measurable disease 
(expansion cohort)

▪ EGFR Exon19del or 
L858R mutation

aExplored as Part 1 dose escalation cohort to confirm RP2CD safety and tolerability in frontline patients. CHRYSALIS study is also examining monotherapy amivantamab in other 
populations (Haura ASCO 2019 Oral Abstract #9009). C, cycle (28-days); Q2W, every 2 weeks; QW, every week; RP2CD, recommended phase 2 combination dose

Treatment-naïvea

EGFR Exon19del 
or L858R

(n=20)

Expansion Cohorts

▪ Combination dose is at the recommended 
monotherapy doses of each molecule

▪ Proactive rash management included 
topical antibiotics to sun-exposed skin

Osimertinib-
resistant,

Chemo-naïve

EGFR Exon19del 
or L858R 

(n=45)

Cho et al. 45th ESMO Congress 2020. Abstract #2172
CHRYSALIS Phase 1 in EGFRm NSCLC

Phase 3 MARIPOSA Study (NCT04487080)

12

28-day Cycles

Key Eligibility Criteria

▪ Locally advanced or 
metastatic NSCLC

▪ Treatment-naïve for 
advanced disease

▪ EGFR Exon19del or 
L858R mutation

BICR, blinded independent central review; PFS, progression-free survival; PFS2, PFS after first subsequent therapy; QD, once a day

Primary Endpoint:
(Arm A vs Arm B)

▪ PFS by BICR

Secondary Endpoint:
(Arm A vs Arm B)

▪ Overall survival
▪ Objective response rate
▪ Duration of response
▪ PFS2
▪ Time to symptomatic 

progression
▪ Intracranial PFS
▪ Safety

Amivantamab 1050/1400 mg 
Lazertinib 240 mg QD

Osimertinib 80 mg QD
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:2

:1
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00

0) Arm A
(n~400)

Arm B
(n~400)

Lazertinib 240 mg QDArm C
(n~200)

Stratification
▪ EGFR mutation 

(Exon19del/L858R)
▪ Asian race (yes/no)
▪ Brain metastases (yes/no)

Arms B & C are double-blinded

Cho et al. 45th ESMO Congress 2020. Abstract #2172
CHRYSALIS Phase 1 in EGFRm NSCLC

Combination Efficacy in Treatment-naïve Patients

10Responses were assessed by investigator per RECIST v1.1. mDOR, median duration of response. 

▪ ORR: 100% (95% CI, 83 – 100)
̶ 20 PR

▪ CBR: 100% (95% CI, 83 – 100)

▪ mDOR: not estimable

▪ Median follow-up: 7 mo (4 – 10)

▪ Median 
treatment duration: 7 mo (3 – 10)

Rapid time to first response: 
Median 1.5 months (1.2 – 2.6)

n=20

Cho et al. 45th ESMO Congress 2020. Abstract #2172
CHRYSALIS Phase 1 in EGFRm NSCLC

Combination Efficacy: Osimertinib-resistant, Chemo-naïve Patients

8
Four patients did not have post-baseline disease assessments and are not included. Responses were assessed by investigator per RECIST v1.1. CBR, clinical benefit rate (PR or better 
or stable disease SD for at least 2 disease assessments); CR, complete response; ORR, overall response rate; PR, partial response; SD, stable disease; SoD, sum of diameters  

▪ ORR: 36% (95% CI, 22 – 51)
̶ 1 CR
̶ 15 PR (1 pending confirmation)

▪ CBR: 60% (95% CI, 44 – 74)

Biomarker and CNS analyses 
ongoing and will be presented 
at future meeting

Median follow-up: 4 mo (1 – 7)

n=45

Post osimertinib 1º línea

Cho et al. 45th ESMO Congress 2020. Abstract #2172
CHRYSALIS Phase 1 in EGFRm NSCLC

Amivantamab and Lazertinib

3

EGFR

1Vijayaraghavan Mol Cancer Ther Aug 3, 2020; 2Haura ASCO 2019 Oral Abstract #9009; 3Ahn Lancet Oncol 20(12):P1681 (Reprinted from The Lancet 2020, with permission from 
Elsevier); 4Kim ASCO 2020 Poster Abstract #9571. amp, amplification; BTD, Breakthrough Therapy Designation; EGFR, epidermal growth factor receptor; EGFRm, EGFR mutant; gen, 
generation; MET, mesenchymal epithelial transition; NSCLC, non-small cell lung cancer; TKI, tyrosine kinase inhibitor 

Amivantamab
(am-e-van-tuh-mab)

▪ Fully human bispecific (Duobody®) antibody that 
targets EGFR and MET

▪ Has immune cell-directing activity1

▪ Demonstrated clinical activity across diverse 
EGFRm NSCLC2

▪ Granted FDA Breakthrough Therapy Designation 
for EGFRm Exon20ins NSCLC post-chemotherapy

Exon 18 G719A
Exon 20 insertion

Exon 21 L858R
Exon 19 deletion

T790M
C797S
MET amp

EGFR

MET

Primary Resistance

Efficacy in Primary and Resistance EGFR Mutations

Lazertinib

▪ Potent 3rd-gen TKI with efficacy seen in activating 
EGFR mutations, T790M, and CNS disease3-4

▪ Low rates of EGFR-related toxicity such as rash 
and diarrhea3

▪ Safety profile that supports combination with 
other anti-EGFR molecules

Exon 21 L858R
Exon 19 deletion

Primary Resistance
T790M

(Post 1st-gen / 2nd-gen TKI)

Efficacy in Primary and Resistance EGFR Mutations

Cho BC ESMO 2020



Patritumab deruxtecan
Phase 1 Study of Patritumab Deruxtecan (U3-1402), a HER3 Directed 
Antibody Drug Conjugate, in EGFR-mutated NSCLC 

Patritumab Deruxtecan (U3-1402)

Primary Objective: 
Antitumor activity 

of patritumab deruxtecan

Secondary Objectives: 
Safety and tolerability 

of patritumab deruxtecan

Metastatic/unresectable EGFR-mutated NSCLC either 
after progression on osimertinib or T790M-negative 
after progression on erlotinib, gefitinib, or afatinib

Dose Escalationa

Patritumab deruxtecan 
5.6 mg/kg Q3W

n = 12

• Stable brain metastases were allowed
• Pretreatment tumor tissue (after progression on TKIs) required for retrospective analysis of 

HER3 expression
• As of 4/30/20, 57 patients from dose escalation and dose expansion had been treated with 

5.6 mg/kg patritumab deruxtecan
• 56 patients were evaluable for response (1 patient did not have any evaluable post-baseline 

tumor assessments)
• 6 patients had only 1 tumor evaluation 

HER3 is expressed in most lung cancers, 
(~80% of EGFR-mutated NSCLC), 
overexpression is associated with 

worsened clinical outcomes1

A novel HER3 directed antibody drug conjugate 
composed of the monoclonal antibody 

patritumab, a tetrapeptide-based linker, and a 
topoisomerase I inhibitor payload

Metastatic/unresectable EGFR-mutated NSCLC 
and treatment with ≥ 1 EGFR TKI and 

≥ 1 prior platinum-based chemotherapy regimen

Dose Expansion Cohort 1b

Patritumab deruxtecan 
5.6 mg/kg Q3W

n = 45

A phase 1 study of patritumab deruxtecan in NSCLC (NCT03260491). Safety and activity in patients with EGFR-mutated NSCLC treated with 5.6 mg/kg patritumab deruxtecan. Data cutoff April 30, 2020.
1. Tan CS, et al. Mol Cancer. 2018;17(1):29.

aPatients in dose escalation had NSCLC (adenocarcinoma) and received 3.2 mg/kg-6.4 mg/kg of patritumab deruxtecan, which was guided by mCRM following EWOC principle.
bPatients in dose expansion were enrolled into 3 cohorts; data for patients with NSCLC (adenocarcinoma) enrolled in Cohort 1 are included in this analysis. Patients with squamous or nonsquamous NSCLC without 

EGFR activating mutations will enroll into Cohort 2. Patients with EGFR-mutated NSCLC adenocarcinoma (including any histology other than combined cell and non-small cell) will be randomized 1:1 to receive 5.6 mg/kg or 
aRDE (Cohort 3a) or an up-titration of patritumab deruxtecan (Cohort 3b).

Human HER3 directed 
IgG1 mAb

Phase 1 Study of Patritumab Deruxtecan (U3-1402), a HER3 Directed 
Antibody Drug Conjugate, in EGFR-mutated NSCLC 

Patritumab Deruxtecan (U3-1402)

Primary Objective: 
Antitumor activity 

of patritumab deruxtecan

Secondary Objectives: 
Safety and tolerability 

of patritumab deruxtecan

Metastatic/unresectable EGFR-mutated NSCLC either 
after progression on osimertinib or T790M-negative 
after progression on erlotinib, gefitinib, or afatinib

Dose Escalationa

Patritumab deruxtecan 
5.6 mg/kg Q3W

n = 12

• Stable brain metastases were allowed
• Pretreatment tumor tissue (after progression on TKIs) required for retrospective analysis of 

HER3 expression
• As of 4/30/20, 57 patients from dose escalation and dose expansion had been treated with 

5.6 mg/kg patritumab deruxtecan
• 56 patients were evaluable for response (1 patient did not have any evaluable post-baseline 

tumor assessments)
• 6 patients had only 1 tumor evaluation 

HER3 is expressed in most lung cancers, 
(~80% of EGFR-mutated NSCLC), 
overexpression is associated with 

worsened clinical outcomes1

A novel HER3 directed antibody drug conjugate 
composed of the monoclonal antibody 

patritumab, a tetrapeptide-based linker, and a 
topoisomerase I inhibitor payload

Metastatic/unresectable EGFR-mutated NSCLC 
and treatment with ≥ 1 EGFR TKI and 

≥ 1 prior platinum-based chemotherapy regimen

Dose Expansion Cohort 1b

Patritumab deruxtecan 
5.6 mg/kg Q3W

n = 45

A phase 1 study of patritumab deruxtecan in NSCLC (NCT03260491). Safety and activity in patients with EGFR-mutated NSCLC treated with 5.6 mg/kg patritumab deruxtecan. Data cutoff April 30, 2020.
1. Tan CS, et al. Mol Cancer. 2018;17(1):29.

aPatients in dose escalation had NSCLC (adenocarcinoma) and received 3.2 mg/kg-6.4 mg/kg of patritumab deruxtecan, which was guided by mCRM following EWOC principle.
bPatients in dose expansion were enrolled into 3 cohorts; data for patients with NSCLC (adenocarcinoma) enrolled in Cohort 1 are included in this analysis. Patients with squamous or nonsquamous NSCLC without 

EGFR activating mutations will enroll into Cohort 2. Patients with EGFR-mutated NSCLC adenocarcinoma (including any histology other than combined cell and non-small cell) will be randomized 1:1 to receive 5.6 mg/kg or 
aRDE (Cohort 3a) or an up-titration of patritumab deruxtecan (Cohort 3b).

Human HER3 directed 
IgG1 mAb
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Antitumor Response Occurs Within 3 Months in Patients Treated With 
5.6 mg/kg Patritumab Deruxtecan

Treatment duration, months

Activity according to BICR evaluation (efficacy-evaluable population) 
N = 56a

Confirmed BOR, n/N (%)
CR
PR
SD
PD
NE

1/56 (2%)
13/56 (23%)
25/56 (45%)
9/56 (16%)
8/56 (14%)

Confirmed ORR, % (n/N; 95% CI) 25% (14/56; 14.4-38.4)
DCR, % (n/N; 95% CI) 70% (39/56; 55.9-81.2)
Median TTR, months (range) 2.0 (1.2-2.8)
Median DoR, months (range) 6.9 (3.0-7.0)

A phase 1 study of patritumab deruxtecan in NSCLC (NCT03260491). Safety and activity in patients with EGFR-mutated NSCLC treated with 5.6 mg/kg patritumab deruxtecan. Data cutoff April 30, 2020.
. aOf 56 patients, 22 (39%) had best percentage decrease in sum of tumor diameters ≥ 30%. bThis analysis does not include 7 patients without post-baseline tumor assessments by the data cutoff date.
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Treatment ongoing (27 of 56 patients [48%])
Treatment ongoing after progression
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mutationsb
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PIK3CA 
E545K
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Confirmed CR
Confirmed PR
Unconfirmed PR
Treatment ongoing (27 of 49 patients [55%])

A phase 1 study of patritumab deruxtecan in NSCLC (NCT03260491). Safety and activity in patients with EGFR-mutated NSCLC treated with 5.6 mg/kg patritumab deruxtecan. Data cutoff April 30, 2020. 
aThis analysis does not include 7 patients without post-baseline tumor assessments by the data cutoff date.

bPerformed centrally using OncomineTM Comprehensive Assay v3 from pretreatment tumor tissue. Results from local testing are included for patients where tissue was unavailable for central analysis. Additional mutations 
detected from cfDNA in blood collected prior to treatment with U3-1402 using GuardantOMNITM assay are included. For cfDNA analysis, a minor allelic frequency of 1% was used as a threshold for detection of mutations. 

The copy number data from cfDNA are not shown. 

Patritumab Deruxtecan 5.6 mg/kg Demonstrated Antitumor Activity In 
EGFR-mutated NSCLC With Diverse TKI Resistance Mechanisms

N = 49a

Median follow-up: 5 months

Yu HA ESMO 2020



Osimertinib + gefitinib
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Alectinib: Alex Brigatinib: perfil molecular 

Peters S ASCO 2020 Camidge DR ASCO 2020



• Stage IIIB/IV NSCLC
• ALK+ by local FDA-approved 

assays or central confimration 
by FISH by Abbott

• ECOG PS 0-2
• No prior ALK inhibitor
• ≤ 1 Prior chemotherapy regimen 

Ensartinib 225 mg QD

Stratified by:
• Prior chemotherapy
• ECOG PS
• Asia Pacific vs ROW
• Brain metastases at BL

Crizotinib 250 mg BID

Randomized
1:1

NCT02767804

• No crossover allowed
• Trial fully accrued as of Nov 

2018

Objetivo principal: PFS (BIRC) en la población por ITT
Horn, WCLC, 2020 

eXalt3
Ensaritinib



Horn, WCLC, 2020 

Ensartinib
(n = 143)

Crizotinib
(n = 147)

mPFS (95% CI), mo
25.8

(21.8-NR)
12.7 

(9.2-6.6)

Hazard ratio (95% CI) 0.51 (0.35-0.72) 

P value (log-rank test) .0001

Time, months

P
FS

, 
%

20

40

60

80

100

0
0

3 6 9 12 15 18 21 24 27 30 33 36 39 42 45

143 125 107 98 86 78 72 54 30 21 10 5 1 1 1 0
147 124 94 75 56 43 32 23 10 6 2 1 1 0 0 0

Ensartinib
Crizotinib

No. at risk

Median follow-up 

(range), mo

Ensartinib 23.8 (0-44)

Crizotinib 20.2 (0-38)

BIRC-assessed confirmed systemic ORR: ensartinib = 75%; crizotinib = 67% 
CR rates: ensartinib = 14%; crizotinib = 6%  

eXalt3

Objetivo principal: PFS (BIRC) en la población por ITT



Horn, WCLC, 2020 

eXalt3
Supervivencia global 



Crown
Lorlatinib

CROWN Study Design

*Defined as the time from randomization to RECIST-defined progression or death due to any cause.

Key Eligibility
• Stage IIIB/IV ALK+ NSCLC
• No prior systemic treatment 

for metastatic disease
• ECOG PS 0-2
• Asymptomatic treated or 

untreated CNS metastases 
were permitted

• ≥1 extracranial measurable 
target lesion (RECIST v1.1) 
with no prior radiation 
required

Randomized
1:1

Lorlatinib 100 mg QD
n=149 

Crizotinib 250 mg BID
n=147 

Primary endpoint
• PFS* by BICR 

Secondary endpoints
• PFS by investigator
• ORR by BICR and 

investigator
• IC-ORR, DR and IC-DR 

by BICR
• IC-time to progression 

by BICR
• OS
• Safety 
• QoL

Stratified by
• Presence of brain metastases 

(yes vs no)
• Ethnicity 

(Asian vs non-Asian)

BICR, blinded independent central review; DR, duration of response; ECOG PS, Eastern Cooperative Oncology Group performance status; ORR, objective response rate; OS, overall 
survival; PFS, progression-free survival; QoL, quality of life;  RECIST, Response Evaluation Criteria in Solid Tumors. 
ClinicalTrials.gov number, NCT03052608

No crossover between treatment arms was permitted

Solomon, ESMO, 2020 



Solomon, ESMO, 2020 

PFS by BICR Subgroup Analysis
Subgroup
All patients
Presence of Brain Metastases*

Yes
No

Ethnic Origin
Asian
Non-Asian

ECOG PS
0/1

Sex
Male
Female

Age
<65 years
≥65 years

Smoking Status
Never
Current/Former

Histology
Adenocarcinoma

Number of Patients (n)
Lorlatinib Crizotinib

38
111

66
83

146

65
84

90
59

81
68

140

40
107

65
82

138

56
91

103
44

94
52

140

HR (95% CI)

0.28 (0.19, 0.41)

0.20 (0.10, 0.43)
0.32 (0.20, 0.49)

0.47 (0.27, 0.82)
0.19 (0.11, 0.32)

0.28 (0.19, 0.42)

0.31 (0.18, 0.54)
0.26 (0.16, 0.44)

0.22 (0.13, 0.37)
0.35 (0.20, 0.64)

0.24 (0.14, 0.40)
0.36 (0.20, 0.63)

0.26 (0.18, 0.39)
0.125

147149

*Based on BICR assessment. HRs were not calculated due to insufficient numbers of events (<10 events on either treatment arm within the defined subset), as dictated by the Statistical Analysis Plan, 
for patients who had ECOG performance status of 2 (2 vs. 8 events) and histology of non-adenocarcinoma (5 vs. 5 events). ECOG PS, Eastern Cooperative Oncology Group performance status; HR, hazard ratio

0.25 0.50 1.00 2.00

Lorlatinib Better Crizotinib Better



Crown
lorlatinib

Intracranial-OR by BICR 

Odds ratio >1 indicates better outcome for lorlatinib relative to crizotinib
CR, complete response; DR, duration of response; IC, intracranial; NE, not evaluable; OR, objective response

Patients with measurable or 
non-measurable brain 
metastases at baseline 

Patients with measurable brain 
metastases at baseline

Lorlatinib
(n=38)

Crizotinib
(n=40)

Lorlatinib
(n=17)

Crizotinib
(n=13)

IC-responders, n (%) 25 (66) 8 (20) 14 (82) 3 (23)

(95% CI) (49-80) (9-36) (57-96) (5-54)

Odds ratio (95% CI) 8.41 (2.59-27.23) 16.83 (1.95-163.23)

IC-CR, n (%) 23 (61) 6 (15) 12 (71) 1 (8)

Median DR, months
(95% CI)

NE
(NE–NE)

9.4
(6.0-11.1)

NE 
(NE–NE)

10.2 
(9.4-11.1)

Intracranial Time to Progression by BICR
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Lorlatinib
Crizotinib

Lorlatinib
(n=149)

Crizotinib
(n=147)

Patients with event, 
n (%)

5 (3) 45 (31)

Median time to CNS 
progression, months 
(95% CI)

NE
(NE–NE)

16.6
(11.1-NE)

HR 
(95% CI)
1-sided P value*

0.07
(0.03-0.17)

<0.001
*By stratified log-rank test.

BICR, blinded independent central review; CI, confidence interval; CNS, central nervous system; HR, hazard ratio; NE, not estimableOverall Survival
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38
31

27
22

13
12

8
5

4
3

1
0

0
0

36

Lorlatinib
(n=149)

Crizotinib
(n=147)

Patients with event, n 
(%) 23 (15) 28 (19)

Median OS, months 
(95% CI)

NE
(NE–NE)

NE
(NE–NE)

HR 
(95% CI)

0.72
(0.41-1.25)

P value for OS was not provided since this is an interim analysis for OS and the efficacy boundary for OS was not crossed
CI, confidence interval; HR, hazard ratio; NE, not estimable; OS, overall survival

Solomon, ESMO, 2020 



Solomon, ESMO, 2020
Peters, N Engl J Med, 2017
Camidge, N Engl J Med, 2018
Horn, WCLC, 2020 

Crizotinib frente a inhibidores de ALK de 2º y 3º generación
La distribución de pacientes asiáticos, no fumadores y pacientes con PS 0-1 fue similar en los 4 

ensayos. Datos de eficacia. 



NTRK
Entrectinib

NTRK

Rolfo C ASCO 2020 Drilon A Esmo 2020

Larotrectinib

Drilon A. ASCO 2020
Drilon A ESMO 2020

Repotrectinib

Doebetle RC ASCO 2020



ROS1
Lorlatinib

Baldacci S
ASCO 2020

Baldacci S
ESMO 2020

Entrectinib

Krebs MG ESMO 2020
Dziadziuszko R ESMO 2020 
Liu S ESMO 2020



BRAF 
Dabrafenib trametimib

Planchard D ASCO 2020

18.2 m

17.3 m

Pretratados

1º línea 



Muchas gracias y feliz navidad 


