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Platinum-Based Doublets for NSCLC

ECOG, Eastern Cooperative Oncology Group; ORR, overall response rate; SWOG, Southwest Oncology Group

1. Kelly K, et al. J Clin Oncol. 2001;19(13):3210-3218. 2. Schiller JH, et. al. N EnglJ Med. 2002;346(2):92-98.

SWOG1 N        ORR, %

Median Survival, 

Months

1-Year 

Survival, %

Cisplatin + vinorelbine         202           28                    8.6                      36

Paclitaxel + carboplatin       206           25                    8.1                      38

ECOG2

Paclitaxel + carboplatin       290           17                    8.1                      34

Gemcitabine + cisplatin       288           22                    8.1                      36

Paclitaxel + cisplatin           288           21                    7.8                      31

Docetaxel + cisplatin           289           17                    7.4                      31

North American Experience (SWOG + ECOG)
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Drivers alterations in NSCLC

EGFR vIII (5%)

DDR2 (4%)

FGFR1 (17%)

PIK3CA (14%)

PTEN (18%)

PDGFRA (9%)

FGFR2 (3%)

Unknown

Squamous

20–30%

Other

10%

Adenocarcinoma

50–60%

EGFR-sensitizing (15%)
EGFR other (2%)
KRAS (25%)
ALK (7%)
HER2 (2%)
BRAFV600E (2%)
BRAF other (1%)
ROS1 (2%)
RET (2%)
NTRK1 (0.5%)
MET (3%)
MAP2K1 (0.5%)
PIK3CA (1%)
NRAS (0.5%)
>1 mutation (3%)
Unknown (31%)

Adenocarcinomas

Squamous cell 
carcinomas

NSCLC

Adapted form Genome Atlas (TCGA)
Lausanne unique EU site





Dansk Lunge Cancer Gruppes Visionskonference 2023



Kan man øge overlevelsen efter kirurgen sagde jeg 
var rask….



5-års overlevelse for pt opereret for NSCLC for pt opereret for 
NSCLC
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Unresectable Stage III NSCLC: Evolution of Treatment

In February 2018, FDA approved durvalumab for treatment of 
unresectable stage III NSCLC without disease progression following concurrent CRT

10

RT vs 
Sequential RT + CT*1

Sequential RT + CT vs 
Concurrent CRT2

1. NSCLC Collaborative Group. BMJ. 1995;311:899. 2. Aupérin. JCO. 2010;28:2181. 3. Spigel. JCO. 2022;40:1301.

PACIFIC: Concurrent CRT ±
Immunotherapy3

Median OS, Mo
(95% CI)

47.5 (38.1-52.9)
29.1 (22.1-35.1)

cCRT > durvalumab (n = 476)
cCRT > placebo (n = 237)

5-yr stratified HR: 0.72 (95% CI: 0.59-0.89)
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(95% CI: 0.74-0.95; P = .004)
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Stage III-N2 Resectable NSCLC: 
Should We Operate or Radiate?

▪ No universal definition of “resectable” stage III-N2 disease; case-by-case multidisciplinary determination3

– Tend to consider single station, smaller (≤1.5 cm) N2 nodal involvement, better operative risk

▪ Resection and radical RT, combined with systemic tx, provide benefit in resectable stage III-N2 disease

▪ Adding surgical resection (trimodality) did not increase PFS, OS compared with CRT alone 

▪ Patient selection (lobectomy, low operative risk) may identify subgroup that may benefit from trimodality tx

INT0139: Induction CRT (45 Gy) +
Resection vs Radical CRT (61 Gy)2 1

INT0139 Subgroup Analysis: Lobectomy 
as Trimodality Tx vs Bimodality CRT2

1. Van Meerbeeck. J Natl Cancer Inst. 2007;99:442. 2. Albain. Lancet. 2009;374:379. 3. Patel. Oncologist. 2005;10:335.

EORTC 80941: Induction CRT > 
Response > Resection vs RT (60 Gy)1
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Neoadjuverende versus adjuverende
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CheckMate 816: Neoadjuvant Nivolumab + Platinum 
Chemotherapy for Resectable Stage IB-IIIA NSCLC
▪ Randomized, open-label phase III trial (data cutoff: September 16, 2020; min f/u: 7.6 mo)

Patients with 
newly diagnosed, resectable 

stage IB (≥4 cm) to IIIA 
NSCLC*; no sensitizing EGFR
mutations or ALK alterations; 

ECOG PS 0/1
(N = 358)

Follow-up

Nivolumab 360 mg Q3W + 
CT†‡ Q3W 
(n = 179)

CT†§Q3W
(n = 179)

Surgery 
(within 6 wk 

post tx)

Optional 
adjuvant CT 

± RT

Stratified by stage (IB/II vs IIIA), PD-L1‖ (≥1% vs <1%), and sex

*By TNM 7th edition. †3 cycles. ‡NSQ: cisplatin/pemetrexed or carboplatin/paclitaxel; SQ: cisplatin/gemcitabine or carboplatin/paclitaxel.
§NSQ: cisplatin/pemetrexed; SQ: cisplatin/vinorelbine, cisplatin/docetaxel, cisplatin/gemcitabine; both: carboplatin/paclitaxel. ‖PD-L1 28-8 pharmDx IHC assay. 

Spicer. ASCO 2021. Abstr 8503. Forde. NEJM. 2022;386:1973. Girard. AACR 2022. Abstr CT012.

▪ Primary endpoints: pCR (by BIPR) and EFS 
(by BICR)

▪ Key secondary endpoints: OS, MPR (by 
BIPR), time to death or distant metastasis

▪ Key exploratory endpoints: ORR (by BICR), 
feasibility of surgery, peri- and 
postoperative surgery-related AEs

Radiologic restaging

http://www.clinicaloptions.com/
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CheckMate 816: pCR by Disease Stage at Baseline       
(Coprimary Endpoint)

▪ Overall pCR rate: 24% with nivolumab + CT vs 2.2% with CT alone (OR: 13.94; 99% CI: 3.49-55.75; P <.001); 
improvement evident regardless of radiologic downstaging

▪ In March 2022, nivolumab was approved by the FDA for adult patients with resectable (tumors ≥4 cm or 
node positive) NSCLC in the neoadjuvant setting, in combination with platinum-doublet CT

Spicer. ASCO 2021. Abstr 8503. Forde. NEJM. 2022;386:1973. Nivolumab PI. 
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CheckMate 816: Nivolumab + Chemotherapy Showed 
Benefit in Surgical Outcomes vs Chemotherapy

▪ Lower pneumonectomy rates were evident with nivolumab + chemotherapy

▪ Complete resection rates (R0) were similar across treatment arms
Spicer. ASCO 2021. Abstr 8503. Forde. NEJM. 2022;386:1973.
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CheckMate 816: EFS (Coprimary Endpoint)
Nivolumab + CT 

(n = 179)
CT 

(n = 179)

Median EFS,* Mo (95% CI) 31.6 (30.2-NR) 20.8 (14.0-26.7)

HR: 0.63 (97.38% CI†: 0.43-0.91; P = .0052‡)
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Minimum follow-up: 21 mo. Median follow-up: 29.5 mo.
*Per BICR. †95% CI: 0.45-0.87. ‡Significant boundary for EFS at time of interim analysis: 0.0262.

Girard. AACR 2022. Abstr CT012. Forde. NEJM. 2022;386:1973.
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CheckMate 816: EFS (Coprimary Endpoint)

Minimum follow-up: 21 mo. Median follow-up: 29.5 mo.
*Per BICR. †95% CI: 0.45-0.87. ‡Significant boundary for EFS at time of interim analysis: 0.0262.

Nivolumab + CT 
(n = 179)

CT 
(n = 179)

Median EFS,* Mo (95% CI) 31.6 (30.2-NR) 20.8 (14.0-26.7)

HR: 0.63 (97.38% CI†: 0.43-0.91; P = .0052‡)
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Compliance 94 85

Resection 83 78

Adjuvant CT 11.9 22

Girard. AACR 2022. Abstr CT012. Forde. NEJM. 2022;386:1973.
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Ongoing and reported Phase III Periadjuvant Studies in 
Resectable NSCLC 

http://www.clinicaloptions.com/
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Neoadjuvant Adjuvant

Complete pathologic 
staging

No  increased 
perioperative risks 

due to preop therapy

No risk of surgical 
delay

More commonly 
used in routine 
practice (>95%)

Potential 
downstaging

Better antigen 
priming?

In vivo test of drug 
sensitivity 

Can add further 
therapy 

postoperatively

Better treatment 
compliance

How Do We Decide? 

Multidisciplinary
and Patient 
Discussion

http://www.clinicaloptions.com/


Antistof lægemiddel konjugater
Er den smarte kemoterapi på vej?

Håb eller hype på en regnvejrsdag?
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What Are Antibody–Drug Conjugates?

▪ Monoclonal antibody linked to cytotoxic drug designed to widen therapeutic window by 
focusing delivery to specific cells

Drago. Nat Rev Clin Oncol. 2021;18:327.

Antigen-
Binding Site

Monoclonal Antibody
Selective for antigen with 
high copy numbers on 
target tumor cell and with 
minimal immunogenic 
response

Cytotoxic Drug Payload
With potent 
subnanomolar activity

Stable Linker
Releases payload 
only in target cell

Tumor Antigen

http://www.clinicaloptions.com/
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FDA Approved ADCs

▪ Others: moxetumomab (leukemia/2018/withdrawn), 
belantumab mafodotin (MM/2020/withdrawn), 
mirvetuximab soravtansine (ovarian/2022)

Ashman. Chem Soc Rev. 2022;51:9182.

Trastuzumab emtasine (breast/2013)

Sacituzumab govitecan
(breast/urothelial/2020)

Gemtuzumab ozogamicin (AML/2000/2017)
Inotuzumab ozogamicin (ALL/2017)

Brentuximab vedotin (lymphomas/2011)
Enfortumab vedotin (urothelial/2019)

Trastuzumab deruxtecan (breast/lung/gastric/2019)

Polatuzumab vedotin (lymphoma/2019)
Tisotumab vedotin (cervical/2021)

anti-CD79B (PV), anti-CD30 
(BV), anti-nectin-4 (EV), 
anti-tissue factor (TV)

anti-CD33 (GO), 
anti-CD22 (IO)

http://www.clinicaloptions.com/
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DESTINY-Breast03: Updated PFS and OS
T-DXd T-DM1

Median PFS, mo 28.8 6.8
Hazard ratio 0.33 (95% CI: 0.26-0.43; 

nominal P <.0001)

Hurvitz. Lancet. 2023;401:105.
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OS

T-DXd T-DM1
Median, mo NR NR
Hazard ratio 0.64 (95% CI: 0.47-0.87; 

P = .0037)
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Slide credit: clinicaloptions.com

TROP-2 as a Therapeutic Target

▪ TROP-2 is a transmembrane 
glycoprotein overexpressed in 
solid tumors including TNBC and 
NSCLC

▪ TROP-2 is an epithelial adhesion 
molecule and regulates stem cell 
marker‒associated cell 
regeneration

Jiang. Oncol Lett. 2013;6:375. Shvartsur. Genes Cancer. 2015;6:84. 
Figure modified from Shvartsur. Genes Cancer. 2015;6:84 under the terms and conditions of the Creative Commons Attribution 4.0 
International license (CC BY 4.0 https://creativecommons.org/licenses/by/4.0/)

http://www.clinicaloptions.com/
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TROP-2 Overexpression in NSCLC and Other Cancers

Liu. Pharmacol Ther. 2022;239:108296. Figure 3 of given citation is used in its original form under the terms and conditions 
of the Creative Commons Attribution 4.0 International license (CC BY 4.0 https://creativecommons.org/licenses/by/4.0/)

http://www.clinicaloptions.com/
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Datopotamab Deruxtecan: TROP-2‒Targeted ADC

Okajima. Mol Cancer Ther. 2021;20:2329. Shastry. Breast. 2022;66:169. 
Bardia. SABCS 2022. Abstr P6-10-03. Yasuda. AACR 2023. Abstr 4893. 

Datopotamab
Humanized

anti‒TROP-2 mAb

Conjugation Chemistry
Drug + linker conjugated to
cysteine residues of mAb

Cysteine residue
Drug + linker
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Tetrapeptide-Based 
Cleavable Linker

Topoisomerase I Inhibitor
Payload (DXd)

Exatecan derivative

▪ High-potency, 
membrane-permeable 
payload with short 
systemic half-life

▪ Optimized DAR: ~4:1

▪ Stable linker‒payload

▪ Tumor-selectable 
cleavable linker

▪ Bystander killing effect

H
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TROPION-PanTumor01 NSCLC Cohort 
With Datopotamab Deruxtecan
▪ Multicohort, dose-escalation/dose-expansion phase I trial

Adults* with 
R/R advanced/metastatic NSCLC; 

measurable disease by RECIST v1.1; 
stable, treated brain mets 

permitted; pretreatment biopsy 
required, but patients unselected 

for TROP-2 expression; ECOG PS 0/1
(N = 180)

Dato-DXd 
0.27 mg/kg to 10 mg/kg Q3W

Dose Escalation†

8 mg/kg Q3W established as MTD
6 mg/kg Q3W chosen for future development

Dato-DXd 
4 mg/kg Q3W

(n = 50)

Dose Expansion‡

Dato-DXd 
6 mg/kg Q3W

(n = 50)

Dato-DXd 
8 mg/kg Q3W

(n = 80)

*In US, ≥18 yr of age; in Japan, ≥20 yr of age. †Dose levels 4, 6, and 8 mg/kg under further study for safety and efficacy. 
‡Includes patients from dose-escalation and dose-expansion phases of trial.

▪ Primary objectives: MTD, safety, tolerability

▪ Secondary objectives: efficacy, pharmacokinetics, antidrug antibodies

Shimizu. JCO. 2023;[Epub]. 

http://www.clinicaloptions.com/
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TROPION-PanTumor01—Updated NSCLC Cohort: 
Antitumor Activity

Shimizu. JCO. 2023;[Epub]. 

Best Overall Response by 
BICR per RECIST v1.1

Datopotamab Deruxtecan 

4 mg/kg (n = 50) 6 mg/kg (n = 50) 8 mg/kg (n = 80)

ORR, n (%)
▪ CR
▪ PR

11 (22)
0

11 (22)

13 (26)
0

13 (26)

19 (24)
1 (1)

18 (23)

SD, n (%) 26 (52) 20 (40) 42 (53)

Non-CR/PD, n (%) 1 (2) 2 (4) 2 (3)

PD, n (%) 7 (14) 10 (20) 8 (10)

Not evaluable, n (%) 5 (10) 5 (10) 9 (11)

Median DoR, mo (95% CI) 12.7 (2.8-NE) 10.5 (5.6-26.5) 9.6 (5.8-NE)

Median PFS, mo (95% CI) 4.3 (2.9-6.9) 6.9 (2.7-8.8) 5.2 (4.1-7.1)

Median OS, mo (95% CI) 12.9 (9.4-NE) 11.4 (7.1-20.6) 10.5 (8-12)

http://www.clinicaloptions.com/
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Select Ongoing Trials of Datopotamab Deruxtecan in 
Advanced or Metastatic NSCLC

Trial Phase
Planned 

N
Treatment Arms Population

Primary 
Endpoint

TROPION-Lung01*
(NCT04656652)

III 590
Dato-DXd vs 

docetaxel

Adv/metastatic NSCLC: (1) without AGAs previously 
treated with platinum CT and PD-1/PD-L1 inhibitor 

or
(2) with AGAs previously treated with 1-2 targeted 
therapies or CT and ≤1 PD-1/PD-L1 inhibitor (± CT)

PFS by BICR, 
OS

TROPION-Lung07†

(NCT05555732)
III 975

Dato-DXd + pembrolizumab + platinum 
CT vs Dato-DXd + pembrolizumab vs 

pembrolizumab + 
platinum/pemetrexed CT

1L adv/metastatic NSCLC without AGAs; 
PD-L1 <50%

PFS by BICR, 
OS

TROPION-Lung08†

(NCT05215340)
III 740

Dato-DXd + pembrolizumab vs 
pembrolizumab

1L adv/metastatic NSCLC without AGAs; 
PD-L1 ≥50%

PFS by BICR, 
OS

TROPION-Lung05* 
(NCT04484142)

II 137‡ Dato-DXd
Adv/metastatic NSCLC with AGAs previously treated 

with targeted tx and platinum CT
ORR by BICR

TROPION-Lung04†

(NCT04612751)
Ib 232

Dato-DXd + durvalumab or AZD2936 or 
MEDI5752 ± carboplatin

Adv/metastatic NSCLC without AGAs;
1L or previously treated with platinum CT

DLT, safety

Status as of July 2023: *Active, not recruiting. †Recruiting. ‡Actual enrollment.

http://www.clinicaloptions.com/
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Common and Notable Toxicities 
Associated With TROP-2‒Directed ADCs

Heist. JCO. 2017;35:2790. Shimizu. JCO. 2023;[Epub].

*Most common severe AE.

Sacituzumab Govitecan Datopotamab Deruxtecan

Alopecia: 40%

Stomatitis: 53%

Fatigue: 33%

Interstitial lung disease: 11%

Nausea: 55%

Dry eye: 22%
Alopecia: 39%

Fatigue: 46%

Neutropenia*: 37%
Anemia: 31%

Nausea: 80%
Diarrhea: 61%
Vomiting: 35%

Constipation: 31%

http://www.clinicaloptions.com/
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”MEN DET KOSTER 5 MIA I STATSKASSEN…..”

▪ 15920 tobaksrelaterede 
dødsfald om året

▪ 50000 indlæggelser om året

▪ Rygning koster årligt 
sundhedsvæsenet 13.2 
milliarder kr.

▪ Og… 33.9 milliarder kr. i tabt 
produktion.

Kilde: Sundhedsstyrelsen og Lægeforeningen
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