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Wat is er nieuw in ROS1+ 
NSCLC?



ROS 1 + huidige status in België

Ou S-HI. J Thorac Oncol 2023

Lorlatinib fase 1-2 data (n=69)1:
- 62% ORR / 64% IC-ORR (1L)
- 35% ORR / 50% (post crizotinib)
Geen approval in ROS1

Repotrectinib nog niet EMA approved
1 Shaw AT. Lancet Oncol 2019





8519 : Lorlatinib in TKI naïve, advanced ROS1-positive non -small cell lung cancer : a multicenter, open - label, single -arm, phase 2 trial .

K- LORLATINIB studieopzet

N=32N=32

28% baseline hersenmetastasen

34% prior chemotherapy



8519 : Lorlatinib in TKI naïve, advanced ROS1-positive non -small cell lung cancer : a multicenter, open - label, single -arm, phase 2 trial .

K- LORLATINIB ORR, PFS en OS

N=32

mPFS 53.7 m

mOS NR



8519 : Lorlatinib in TKI naïve, advanced ROS1-positive non -small cell lung cancer : a multicenter, open - label, single -arm, phase 2 trial .

K- LORLATINIB toxiciteit

N=32

Resultaten te confirmeren in fase 3-studie versus SoC





Li S et al. Cancer Med 2024 

8520 : Efficacy and safety of taletrectinib in patients with advanced or metastatic ROS1+ non -small cell lung cancer : The phase II TRUST- I study .

TRUST - I studieopzet / studiepopulatie

Onvoldoende intracraniële controle met crizotinib



Li S et al. Cancer Med 2024 

8520 : Efficacy and safety of taletrectinib in patients with advanced or metastatic ROS1+ non -small cell lung cancer : The phase II TRUST- I study .

TRUST - I respons cohort A (crizotinib - naïef)



Li S et al. Cancer Med 2024 

8520 : Efficacy and safety of taletrectinib in patients with advanced or metastatic ROS1+ non -small cell lung cancer : The phase II TRUST- I study .

TRUST - I respons cohort B (post crizotinib)

67% vs. 59% in Trident-1



8520 : Efficacy and safety of taletrectinib in patients with advanced or metastatic ROS1+ non -small cell lung cancer : The phase II TRUST- I study .

TRUST - I intracraniële respons



8520 : Efficacy and safety of taletrectinib in patients with advanced or metastatic ROS1+ non -small cell lung cancer : The phase II TRUST- I study .

TRUST - I toxiciteit



N % brainM+ ORR IC-ORR mDOR mPFS

Crizotinib 
PROFILE 1001 
Shaw AT. Ann Oncol 2019

53 ? 72% ? 24.7 m 19.3 m

Ceritinib
Lim SM. J Clin Oncol 2017

30 25% 62% <63% 21.0 m 19.3 m

Entrectinib
ALKA-372-001/STARTRK-1/STARTRK-2
Drilon A. Lancet Oncol 2020

53 38% 77% 55% 24.6 m 19.0 m

Lorlatinib
Shaw AT. Lancet Oncol 2019

21 57%
(49% behandeld)

62% 64% 25.3 m 21.0 m

Abstract 8519 32 28% 80% ? ? 53.7 m

Repotrectinib
TRIDENT-1
Drilon A. N Engl J Med 2024

71 55% 79% 75% 34.1 m 35.7 m

Taletrectinib
GEPOOLDE ANALYSE F1 US/JAPAN
Ou S-HI. JTO Clin Res Rep 2020

9 ? 66.7% ? 23.5 m 29.1 m

Taletrectinib
TRUST-I ς Abstract 8520

104 17% 90.6% 87.5% NR NR

In perspectief



In perspectief

Gewijzigd van Nagasaka M et al. Future Oncol 2023

Taletrectinib lijkt mogelijk de beste 
respons/toxiciteitsverhouding te hebben

Fase 2 TRUST-II lopend in US, EU, Azië



Wat is er nieuw in ALK+ 
NSCLC?



Huidige status ALK+ in België

Singh A. Cancer Manag Research 2020





ALINA studiedesign

8006 : Health - related quality of life (HRQoL) results for adjuvant alectinib vs chemotherapy in patients with resected ALK+ NSCLC: data from ALINA .

Rationale voor alectinib adjuvant:
- ADAURA in EGFR+ NSCLC

Indicatie voor adjuvante chemotherapie in ALK?



8006 : Health - related quality of life (HRQoL) results for adjuvant alectinib vs chemotherapy in patients with resected ALK+ NSCLC: data from ALINA .

ALINA resultaten

FDA approval in 04-2024 | EMA approval 06-2024 



8006 : Health - related quality of life (HRQoL) results for adjuvant alectinib vs chemotherapy in patients with resected ALK+ NSCLC: data from ALINA .

ALINA toxiciteit

Geen onverwachte toxiciteit



ALINA assessment HRQoL

8006 : Health - related quality of life (HRQoL) results for adjuvant alectinib vs chemotherapy in patients with resected ALK+ NSCLC: data from ALINA .



8006 : Health - related quality of life (HRQoL) results for adjuvant alectinib vs chemotherapy in patients with resected ALK+ NSCLC: data from ALINA .

ALINA HRQoL tot 12 weken

Klinisch significant verschil in HRQoL op meerdere domeinen, o.a. pijn

MCS en PCS waren vergelijkbaar met de gewone bevolking op week 96

MCS en PCS bij chemotherapie verbeterden vanaf week 12





8013 : Global retrospective study comparing consolidation ALK tyrosine kinase inhibitors (TKI) to durvalumab (durva ) or observation (obs ) after chemoradiation (CRT) in
unresectable locally)advanced ALK+ non -small cell lung cancer (NSCLC) .

Retrospectief ALK inclusiecriteria

Rationale voor ALK+ consolidatie:
- Geen PFS benefit in EGFR+ in PACIFIC (11.2 vs. 10.9 m ς n=35)
- Geen benefit van durvalumab in ATLANTIC of IMMUNOTARGET
- Geen gerandomiseerde evidentie (RTOG 3106 poor accrual)

N=15 N=30 N=22



8013 : Global retrospective study comparing consolidation ALK tyrosine kinase inhibitors (TKI) to durvalumab (durva ) or observation (obs ) after chemoradiation (CRT) in
unresectable locally)advanced ALK+ non -small cell lung cancer (NSCLC) .

Retrospectief ALK studiepopulatie

Geen grote verschillen in PD-L1-expressie

Geen grote verschillen in ECOG

Geen grote verschillen in stadium



8013 : Global retrospective study comparing consolidation ALK tyrosine kinase inhibitors (TKI) to durvalumab (durva ) or observation (obs ) after chemoradiation (CRT) in
unresectable locally)advanced ALK+ non -small cell lung cancer (NSCLC) .

Retrospectief ALK progressievrije overleving

NR [22.7-NR]

11.3 m [9.2-18.5]

7.2 m [3.4-10.6]

ALK-TKI vs. durvalumab: HR 0.12 (p=0.006)
ALK-TKI vs. observatie: HR 0.04 (p=0.002)



Retrospectief ALK toxiciteit

8013 : Global retrospective study comparing consolidation ALK tyrosine kinase inhibitors (TKI) to durvalumab (durva ) or observation (obs ) after chemoradiation (CRT) in
unresectable locally)advanced ALK+ non -small cell lung cancer (NSCLC) .

¢w!9 ƛƴ ро҈ ǾǎΦ от҈Σ ǿŀŀǊǾŀƴ нт҈ ǾǎΦ т҈ ƎǊŀŀŘ җо

м ƎǊŀŀŘ җо ǇƴŜǳƳƻƴƛǘƛǎ ƛƴ ![Y-TKI-groep



8013 : Global retrospective study comparing consolidation ALK tyrosine kinase inhibitors (TKI) to durvalumab (durva ) or observation (obs ) after chemoradiation (CRT) in
unresectable locally)advanced ALK+ non -small cell lung cancer (NSCLC) .

Retrospectief ALK overall survival

NR [NR-NR]

NR [NR-NR]

70.6 m [24.9-NR]

Consolidatie met ALK-inhibitor dient verder onderzocht te worden

OS underpowered

ALK-TKI vs. observatie: p=0.04

Zie ook LAURA-studie





LBA8503 : Lorlatinib vs crizotinib in treatment -naïve patients with advanced ALK+ non -small cell lung cancer : 5-year progression - free survival and safety from the
CROWN study .

CROWN studiedesign Rationale voor lorlatinib 1L:
- Fase 2 in 2L na crizotinib: ORR 69.5%, IC-ORR 87%
- In EGFR osimertinib AURA3 > FLAURA 

Solomon B et al. ESMO 2020



mediane follow -up 60.2 maanden

LBA8503 : Lorlatinib vs crizotinib in treatment -naïve patients with advanced ALK+ non -small cell lung cancer : 5-year progression - free survival and safety from the
CROWN study .

CROWN progressievrije overleving

PFS by BICR



LBA8503 : Lorlatinib vs crizotinib in treatment -naïve patients with advanced ALK+ non -small cell lung cancer : 5-year progression - free survival and safety from the
CROWN study .

CROWN PFS per subgroep

Grootste HR-benefit in hersenmetastasen



26% vs. 27%

LBA8503 : Lorlatinib vs crizotinib in treatment -naïve patients with advanced ALK+ non -small cell lung cancer : 5-year progression - free survival and safety from the
CROWN study .

CROWN PFS intracranieel

74% vs. 73%



LBA8503 : Lorlatinib vs crizotinib in treatment -naïve patients with advanced ALK+ non -small cell lung cancer : 5-year progression - free survival and safety from the
CROWN study .

CROWN tijd tot intracraniële progressie

Neuroprotectieve effect van lorlatinib



LBA8503 : Lorlatinib vs crizotinib in treatment -naïve patients with advanced ALK+ non -small cell lung cancer : 5-year progression - free survival and safety from the
CROWN study .

CROWN tijd tot IC - progressie per subgroep



Solomon B et al. ESMO 2020

LBA8503 : Lorlatinib vs crizotinib in treatment -naïve patients with advanced ALK+ non -small cell lung cancer : 5-year progression - free survival and safety from the
CROWN study .

CROWN toxiciteit

Metabole toxiciteit

Neurotoxiciteit

Hypertensie

Oedeem



Å graad 3/4 AEs in 77% vs. 57%

Å dosisreductie in 23%

Å tijdelijke discontinuatie in 62%

Å permanente discontinuatie in 
11%

Å treatment - related  AEs leidend 
tot discontinuatie in 5% vs. 6% 
(allemaal in Ò26 maanden) 

LBA8503 : Lorlatinib vs crizotinib in treatment -naïve patients with advanced ALK+ non -small cell lung cancer : 5-year progression - free survival and safety from the
CROWN study .

CROWN toxiciteit



CROWN PFS en IC - PFS na dosisreductie

LBA8503 : Lorlatinib vs crizotinib in treatment -naïve patients with advanced ALK+ non -small cell lung cancer : 5-year progression - free survival and safety from the
CROWN study .

Geen significant verschil in PFS of IC-TTP bij dosisreductie <16 weken



LBA8503 : Lorlatinib vs crizotinib in treatment -naïve patients with advanced ALK+ non -small cell lung cancer : 5-year progression - free survival and safety from the
CROWN study .

CROWN HRQoL

Solomon B et al. ESMO 2020

Significant betere HRQoL met lorlatinib



CROWN resistentiemechanismen

LBA8503 : Lorlatinib vs crizotinib in treatment -naïve patients with advanced ALK+ non -small cell lung cancer : 5-year progression - free survival and safety from the
CROWN study .



In perspectief

Lin JJ ASCO 2024 (discussant)

(1) Lorlatinib lijkt de meest potente ALK-inhibitor in eerste lijn (vs. crizotinib)



In perspectief

(2) Lorlatinib heeft de grootste intracraniële respons 

Dagogo-Jack I. ASCO 2024 (discussant)



In perspectief

Lin JJ ASCO 2024 (discussant)

(3) Lorlatinib 1L lijkt superieur aan sequencing



In perspectief

(4) Toxiciteit lijkt hanteerbaar (?)

A ALECTINIB
ALEX

BRIGATINIB
ALTA-1L

LORLATINIB
CROWN

All Dҗо AEs 41% 70% 58%

Dose interruption 19% 72% 62%

Dose reduction 16% 44% 23%

Treatment 
discontinuation

11% 13% 11%

Peripheral neuropathy ? ? 34% (2% G3)

Vision disorder 3% 0% 18%

Mood effects ? ? 16% (1% G3)

Cognitive effects ? ? 21% (2% G3)

Dizziness 8% ? ?



Wat is er nieuw in antibody -
drugconjugaten  bij NSCLC?



ADCôsvandaag

Hamilton EP. ASCO 2024 (discussant)





8521 : Efficacy and safety of sigvotatug vedotin , an investigational ADC, in NSCLC: Updated phase 1 results (SGNB 6A) .

SGNB 6 A studieproduct

Monomethyl auristatin E
Mediaan 3 lijnen voorbehandeling



8521 : Efficacy and safety of sigvotatug vedotin , an investigational ADC, in NSCLC: Updated phase 1 results (SGNB 6A) .

SGNB 6 A effectiviteit

Meest effectief in NSQ

ORR 31%
mDOR 11.6 m 



8521 : Efficacy and safety of sigvotatug vedotin , an investigational ADC, in NSCLC: Updated phase 1 results (SGNB 6A) .

SGNB 6 A toxiciteit

9.7% TR discontinuation



8521 : Efficacy and safety of sigvotatug vedotin , an investigational ADC, in NSCLC: Updated phase 1 results (SGNB 6A) .

Toekomstige  ontwikkeling

Momenteel beschikbaar in UZA en KLINA Fase 1 in combinatie met pembrolizumab
(niet in België)



TROP 2  target





LBA8500 : Sacituzumab govitecan (SG) vs docetaxel (doc) in patients (pts) with metastatic non -small cell lung cancer (mNSCLC) previously treated with platinum (PT) -
based chemotherapy (chemo) and PD(L) -1inhibitors (IO) : Primary results from the phase 3 EVOKE-01 study .

EVOKE - 01  studieproduct



LBA8500 : Sacituzumab govitecan (SG) vs docetaxel (doc) in patients (pts) with metastatic non -small cell lung cancer (mNSCLC) previously treated with platinum (PT) -
based chemotherapy (chemo) and PD(L) -1inhibitors (IO) : Primary results from the phase 3 EVOKE-01 study .

EVOKE - 01  studieopzet

95%

99%

11.7-12.8% hersenmetastasen

62.8-64.2% geen respons op I/O



LBA8500 : Sacituzumab govitecan (SG) vs docetaxel (doc) in patients (pts) with metastatic non -small cell lung cancer (mNSCLC) previously treated with platinum (PT) -
based chemotherapy (chemo) and PD(L) -1inhibitors (IO) : Primary results from the phase 3 EVOKE-01 study .

EVOKE - 01  overall  survival  (ITT)

Geen significante verbetering in OS of PFS

ORR 13.7% vs. 18.1%

mPFS 4.1 m vs. 3.9 m 
HR 0.92 (0.77-1.11)


