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Notat vedr. Medicinrådets udkast til vurderingsrapport for Enhertu (trastuzumab deruxtecan, T-DXd) til behandling af 
HER2-positiv adenokarcinom i mavesæk og mavemund til patienter med lokalavanceret, ikke-resektabel eller 
metastatisk adenokarcinom og som tidligere har fået trastuzumab. 
 
AZ/DS vil gerne takke Medicirnådets sekretariat for vurderingen af Enhertu (T-DXd) samt muligheden for at kommentere 
på vurderingsrapporten inden den endelige beslutning i Medicinrådet.  
 
Ansøgningen på T-DXd til behandlingen af kræft i mavesæk og mavemundblev indsendt på opfordring fra medlemmer af 
Medicinrådet og de regionale lægemiddelkomitéer som reaktion på en obseret stigning i ansøgninger om individuelt 
tilskud til T-DXd. I alt har  patienter modtaget behandling med T-DXd til kræft i mavesæk og mavemundsiden 2022 hvor 
Destiny-gastric02 studiet blev godkendt af EMA. Det er værd at bemærke, at en betydelig andel af disse patienter modtog 
T-DXd i anden eller en senere behandlingslinje, hvilket indikerer, at klinikere aktivt søgte adgang til T-DXd for udvalgte 
patienter, , der havde progredieret efter trastuzumab-baseret behandling i første linje. Dette understreger et uafdækkede 
medicinske behov til denne patientgruppe og bekræfter, at T-DXd anses som klinisk relevant og værdifuld behandling i 
nuværende dansk klinisk praksis.  
 
AZ/DS bemærker, at vurderingsrapporten konsekvent identificerer en klinisk meningsfuld fordel ved T-DXd på tværs af 
effektmål, herunder våde progressionsfri overlevelse (PFS) og samlet overlevelse (OS). Endvidere peger 
behandlingseffektens retning konsistent i samme retning på tværs af alle de analytiske tilgange, som Medicinrådet har 
undersøgt. Samtidig vurderer vi, at den nuværende vurdering muligvis lægger uforholdsmæssig stor vægt på 
metodologiske usikkerheder i forhold til deres relevans for beslutningstagning. Dette gælder især for proportional hazards-
antagelsen og fortolkningen af den indirekte sammenlignling. Vi vurderer, at scenarie 1 er den mest klinisk plausible 
analyse for økonomisk beslutningstagning.  
 
Indirekte sammenligning 
Medicinrådets sekretariat vurderer, at den indirekte sammenligning mellem Destiny-Gastric04 (DG04) og RAINBOW er 
behæftet med betydelige usikkerheder, da studierne er gennemført med 10 års mellemrum og adskiller sig med hensyn til 
tidligere behandling, HER2-selektion samt andre sygdomskarakteristika såsom histologi og tumorlokation. AZ/DS 
anerkende disse baseline-forskelle mellem DG04 og RAINBOW, men vurderer, at dette ikke udelukker muligheden for en 
indirekte sammenligning af behandlingseffekten. Den tilgængelige evidens viser ikke, at disse forskelle skævvrider den 
relative sammenligning til fordel for T-DXd. Tvlrtimod kan visse aspekter få komparatorarmen (PTX-baseret behandling) til 
at præsentere bedre i den indirekte sammenligning end historisk observeret.  
 
Medicinrådet fremhæver, at resultaterne for patienter, der behandles i nuværende dansk praksis, kan være bedre end 
dem, der blev observeret i PTX-armen af RAINBOW-studiet. Dette afspejler fremskrift inden for tidligere behandlingslinjer. 
AZ/DS er enige i, at dette påvirker den absolutte prognose. Vurderingsrapporten bemærker dog også, at disse ændringer 
ikke nødvendigvis forventes at ændre den relative behandlingseffekt mellem RAM+PTX og PTX. Efter vores opfattelse er 
denne skelnen vigtig, for selvom de absolutte resultater muligvis kan være forbedret over tid de seneste 10 år, betyder det 
ikke, at den relative effekt, der anvendes til at udlede komparatoren, er upassende. Den resterende usikkerhed bør derfor 
primært fortolkes som usikkerhed ved overførbarheden af absolutte resultater fremfor bevis for at komparatorarmen er 
upålidelig.  
 
Overordnet indikerer overvejelserne ikke, at resultaterne i RAINBOW er uanvendelige i dansk klinisk kontekst. Tværtimod 
antyder de, at den relative effekt, der anvendes den indirekte sammenligning, fortsat udgør et rimeligt og potentielt 
konservativt grundlag for sammenling. Komparatoren, der anvendes i Danmark, er desuden hovedsageligt den samme, 
som da RAINBOW-studiet startede i 2010. Dette indikerer, at behandlingslandskabet for kræft i mavesæk og mavemund 
ikke nødvendigvis har ændret sig væsentligt, og understreger tværtimod det fortsatte, udækkede medicinske behov for 
nye og mere effektive behandlingsmuligheder.  
 
Det er vigtigt at bemærke, at vurderingsrapporten konkluderer, at ingen alternativ tilgang kan betragtes som entydigt 
mere valid end den metode, der er anvendt i ansøgningen. Selvom antagelserne bag den indirekte sammenligning bør 



anerkendes, medfører alene eksistensen af usikkerhed ikke, at alternative metoder ville give mere pålidelige estimater af 
komparativ effektivitet.  

 
Antagelse om proportional hazard 
Medicinrådet anser PH-antagelsen for at være usikker, især i RAINBOW, baseret på Schoenfeld residual- og log-kumulative 
hazard-vurderinger og argumenterer for, at dette svækker tilliden til den hazard ratio-baserede (HR) indirekte 
sammenligning og tilføjer væsentlig usikkerhed til den modellerede sammenligning af T-DXd versus paclitaxel. 
 
AZ/DS er generelt enige i, at PH-antagelsen var usikker baseret på de præsenterede grafer, men vil præcisere, at PH ikke 
var en central modelleringsantagelse for sammenligningen af T-DXd versus SoC i den indsendte økonomiske model. Her 
blev T-DXd og SoC nemlig modelleret separat snarere end gennem en konstant HR-tilgang. For RAM+PTX versus PTX blev 
PH-antagelsen kun anvendt for PFS og TTD som en pragmatisk modelleringsmetode. For disse endepunkter blev de valgte 
ekstrapolationer samlet set anset for passende og havde begrænset indflydelse på resultaterne. Dette er også i 
overensstemmelse med Medicinrådets vurdering, der angiver, at de resulterende kurver ikke blev anset for væsentligt at 
påvirke resultaterne. For OS blev PH ikke antaget for hele tidsperioden; i stedet blev en hazard-justering anvendt således, 
at hazarder for RAM+PTX og PTX blev antaget at være ens fra uge 96 og fremefter. Denne tilgang blev også anvendt af 
Medicinrådet i rapporten. På dette grundlag anser AZ/DS ikke usikkerhed omkring PH for at være en central, resterende 
usikkerhed i det omfang, der er antydet i vurderingen. 
 
Ekstrapolering af samlet overlevelse  
AZ/DS bemærker, at de indsende OS-ekstrapoleringer udelukkende blev vurderet for klinisk plausibilitet i ansøgningen, 
herunder forholdet mellem PFS, OS og tid brugt i post-progressive stadie. Selvom Medicinrådet angiver at dets foretrukne 
fremskrivninger er klinisk plausible, beskrives det ikke klart det specifikke kliniske rationale, der gør disse fremskrivninger 
mere plausible end de indsendte. Medicinrådet konkluderer at både den generaliserede gamma og gamma fremskrivning 
kan betragtes som klinisk plausible og præsenterer derfor to scenarier i vurderingsrapporten.  
 
Af de to scenarer vurderer AZ/DS, at scenarie 1 fremstår som værende mere klinisk plausibelt. Den generaliserede gamma 
fremskrivning følger en hazard-form, der ligner den log-normale (AZ/DS reference case) fremskrivning og er mere 
konsistent med både det observerede sygdomsforløb og behandlingseffekten af T-DXd. Den generaliserede gamma 
fremskrivning er tilstrækkelig fleksibel til at fange det observerede OS-mønster for T-DXd, nemlig den startende høje risiko 
efterfuldt af en udfladende hazard over tid, hvilket antyder, at nogle patienter kan opleve en længerevarig fordel ved brug 
af T-DXd. Derimod anses gamma fremskrivningen i scenarie 2 som mindre kliniske plausibel givet den stigende hazard over 
tid. I kombination med gamma fremskrivningen for komparatorarmen kan denne tilgang undervurdere OS-forskellen 
mellem T-DXd og komparator ved at påtvinge en hurtigere faldende langtidsoverlevelse for T-DXd. Fra et klinisk perspektiv 
er det tvivlsomt, at scenarie 2 antager en mere begrænset forskel i post-progressions overlevelse mellem 
behandlingsarmene, fordi den ikke kun påvirkes af den initiale behandlingseffekt, men også af tilgængeligheden og brugen 
af efterfølgende behandling. Patienter, der modtager T-DXd, kan opnå fordele ud over behandlingsophør, og der er større 
sandsynlighed for at de kvalificerer sig til efterfølgende behandling. Dette stemmer godt overens med Medicinrådets 
vurdering af at andelen af patienter, der modtager efterfølgende behandling, kan variere mellem behandlingsarmene og 
kan være lavere for komparator, da disse patienter hyppigere er påvirket af deres behandling og er mindre tilbøjelige til at 
modtage behandling i senere linjer. Desuden bemærker Medicinrådet, at behandlingsresultater i anden linje er forbedret 
de seneste år på grund af nye behandlingsmuligheder i tidligere linjer. Samlet set understøtter det forventningen om at T-
DXd resulterer i fordelen ud over progression og forbedret post-progression overlevelse, hvilket gør scenarie 2 mindre 
klinisk plausibelt og afspejler en mere konservativ analysetilgang. 
 
Afslutningsvis vil AZ/DS gerne fremhæve det betydelige udækkede medicinske behov til behandling af HER2-positiv kræft i 
mavesæk og mavemund samt den kliniske fordel ved brug af T-DXd, hvilken demonstreres af den store interesse fra 
klinikere for at behandling patienter med T-DXd siden 2022. Derudover er det værd at bemærke, at T-DXd til denne 
indikation har fået en national anbefaling i Sverige og Norge.  
 
 
Med Venlig Hilsen,    
 
Cecilie Astrup    Mie Yoon 
Market Access Manager   Head of Market Access Denmark 
AstraZeneca A/S    Daiichi Sankyo Nordics Aps 



 

1/2 

 

  

   

   

Amgros I/S 
Dampfærgevej 22 
2100 København Ø 
Danmark 

T +45 88713000 
F +45 88713008 

Medicin@amgros.dk 
www.amgros.dk 

 

Forhandlingsnotat 
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Dato for behandling i Medicinrådet  28.10.2026 

Leverandør AstraZeneca 

Lægemiddel Enhertu (trastuzumab deruxtecan) 

Ansøgt indikation 
Behandling af voksne patienter med fremskreden ikke småcellet 
lungekræft (NSCLC), hvis tumorer har en aktiverende HER2 
(ERBB2)-mutation, og som har behov for systemisk behandling 
efter platinbaseret kemoterapi med eller uden immunterapi.  
+ 
Behandling af voksne patienter med fremskredent HER2- positivt 
adenokarcinom i ventriklen eller den gastroøsofageale overgang 
(GEJ), som tidligere har fået et trastuzumab-baseret regime 

Nyt lægemiddel / indikationsudvidelse  Indikationsudvidelse  

 

Prisinformation 

Amgros har følgende aftalepris på Enhertu (trastuzumab deruxtecan): 

Tabel 1: Aftalepris 

Lægemiddel Styrke (pakning) AIP (DKK) Nuværende SAIP, (DKK) Nuværende rabat ift. AIP 

Enhertu 100 mg (1 stk.) 10.628,99 XXXXXXXX XXXXX 
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Aftaleforhold 

Amgros har en eksisterende aftale på Enhertu som gælder til den 31.03.2027. Ved anbefaling af disse to 

indikationer, vil der blive indgået en ny aftale med start XXXXXXXXXX.  

XXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXX

XXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXX
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XXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXX
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XXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXX

XXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXX

XXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXX 

Konkurrencesituationen – lungekræft  

Førstelinjebehandling af patienter med ikke-planocellulær NSCLC er enten en PD-(L)1-hæmmer som 
monoterapi eller i kombination med platinbaseret kemoterapi. Efterfølgende tilbydes platinbaseret 
kemoterapi og/eller docetaxel afhængigt af førstelinjebehandlingen. På nuværende tidspunkt er der ingen 
godkendt standardbehandling målrettet patienter med HER2-muteret NSCLC. 

Enhertu er anbefalet af Medicinrådet til andenlinjebehandling af metastatisk HER2+ brystkræft.  
 
Tabel 2 viser lægemiddeludgifter til behandling med Enhertu for et gennemsnitlig behandlingsforløb på ca. 
47 uger svarende til 0,9 år, jf. Medicinrådets vurdering af trastuzumab deruxtecan til behandling af 
fremskreden HER2-muteret NSCLC efter platinbaseret kemoterapi med eller uden immunterapi. 

Tabel 2: Lægemiddeludgifter pr. patient – lungekræft  

Lægemiddel 
Styrke 

(pakning) 
Dosering 

Pris pr. pakning 
(SAIP, DKK) 

Lægemiddeludgift pr. 
47 uger 

(SAIP, DKK) 

Enhertu 100 mg (1 stk.) 5,4 mg/kg* hver 3. uge, i.v. XXXXXXXX XXXXXXX 

*Kropsvægt for gennemsnitspatient er 74,2 kg jf. Medicinrådets vurdering af trastuzumab deruxtecan til behandling af fremskreden 
HER2-muteret NSCLC efter platinbaseret kemoterapi med eller uden immunterapi. 
 

Konkurrencesituationen – kræft i mavesæk eller mavemund   

Den nuværende behandling er kemoterapi – enten et taxan (paclitaxel eller docetaxel) eller irinotecan. 
Enhertu er tidligere anbefalet til flere indikationer indenfor brystkræft. 

Tabel 3 viser lægemiddeludgiften ved behandling med Enhertu for et gennemsnitligt behandlingsforløb på 
XXXXXXXXX. Lægemiddeludgifter til kemoterapi er ikke medtaget i beregningen nedenfor, da den udgør 
mindre end 10.000 DKK for et års behandling. 

Tabel 3: Lægemiddeludgifter pr. patient – kræft i mavesæk eller mavemund 

Lægemiddel 
Styrke 

(pakning) 
Dosering 

Pris pr. pakning 
(SAIP, DKK) 

Lægemiddeludgift 
pr. behandlingsforløb 

(SAIP, DKK) 

Enhertu 100 mg (1 stk.) 6,4 mg/kg* hver 3. uge, i.v. XXXXXXXX XXXXXXX 

*Patientvægt 67,7 kg. Jf. Medicinrådets vurdering af trastuzumab deruxtecan til behandling af HER2-positiv adenokarcinom i 
mavesæk eller mavemund  
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Status fra andre lande – lungekræft  

Tabel 5: Status fra andre lande 

Land Status Link 

Norge Ikke anbefalet Link til vurdering 

England Under vurdering Link til status 

Sverige Anbefalet Link til vurdering 

Status fra andre lande – kræft i mavesæk og mavemund 

Tabel 6: Status fra andre lande 

Land Status Link 

Norge Under vurdering Link til status 

Sverige Anbefalet Link til vurdering 

England Under vurdering Link til status 

 

Opsummering 

Amgros har en eksisterende aftale på Enhertu. Anbefales Enhertu til lungekræft på baggrund af den 
foreslåede alternative aftale, kan aftalen tidligst starte den XXXXXXXXXXX 

XXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXX
XXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXX 

https://www.nyemetoder.no/metoder/trastuzumabderukstekan-enhertu-indikasjon-v/
https://www.nice.org.uk/guidance/awaiting-development/gid-ta11706
https://samverkanlakemedel.se/download/18.d6c079f19a7bc519f41d7b4/1763993634325/Enhertu%20vid%20NSCLC%202025-11-24.pdf
https://www.nyemetoder.no/metoder/trastuzumabderukstekan-enhertu-indikasjon-ii/
https://samverkanlakemedel.se/download/18.d6c079f19a7bc519f41d7bd/1763993804707/Enhertu%20vid%20mags%C3%A4ckscancer%202025-11-24.pdf
https://www.nice.org.uk/guidance/indevelopment/gid-ta11963


 

 

Application for assessment of  

Enhertu® (trastuzumab 

deruxtecan) for the treatment of 

HER2-positive gastric cancer or 

gastro-oesophageal junction cancer 

in patients who have previously 

received trastuzumab 

 

 





 

 

Table of contents  

Contact information ...................................................................................................... 2 

Tables and figures ......................................................................................................... 8 

Abbreviations ................................................................................................................ 1 

1. Information on the drug ..................................................................................... 3 

2. Summary table ................................................................................................... 5 

3. Patient population, intervention, choice of comparator(s) and outcome(s) ........ 7 

3.1 Patient population ................................................................................................... 7 

3.1.1 The disease .............................................................................................................. 7 
3.1.2 Selected patient population ..................................................................................... 8 

3.2 Intervention ........................................................................................................... 10 

3.2.1 The intervention in the context of Danish clinical practice ................................... 12 
3.2.2 Advanced Therapy Medical Products .................................................................... 14 

3.3 Choice of comparator(s) ........................................................................................ 14 
3.4 Subsequent treatment ........................................................................................... 22 
3.5 Relevant outcomes ................................................................................................ 23 

3.5.1 Definition of outcomes .......................................................................................... 23 
3.5.2 Relevance of outcomes .......................................................................................... 24 
3.5.3 The validity of outcomes ........................................................................................ 25 

4. Health economic analysis ................................................................................. 25 

4.1 Reference-case Assumptions ................................................................................. 25 
4.2 Model type and model structure ........................................................................... 26 

5. Literature overview .......................................................................................... 27 

5.1 Literature Used to Assess Clinical Effectiveness and Safety .................................. 28 
5.2 Literature Used to Assess Health-Related Quality of Life ...................................... 29 
5.3 Literature Used as Input in the Health Economic Model ....................................... 30 

6. Clinical studies .................................................................................................. 33 

6.1 Trastuzumab deruxtecan compared with standard of care for patients with 

human epidermal growth factor receptor 2-positive gastric cancer or 

gastro-oesophageal junction cancer ...................................................................... 33 

6.1.1 Relevant Studies..................................................................................................... 33 
6.1.2 Comparability of studies ........................................................................................ 36 

6.1.2.1 Comparability of Patients Across Studies ............................................................ 37 
6.1.2.1.1 Prognostic factors............................................................................................. 38 



 

 

6.1.2.1.2 Treatment effect modifiers .............................................................................. 40 
6.1.2.1.3 Potential impact on relative effect ................................................................... 41 
6.1.3 Comparability of Study Population(s) with Danish Patients Eligible for 

Treatment .............................................................................................................. 41 
6.1.4 Analysis method ..................................................................................................... 43 
6.1.5 Effect – Results per Study: DESTINY-Gastric04 ...................................................... 43 
6.1.6 Effect – Results per study: RAINBOW .................................................................... 51 

7. Comparative analyses of efficacy ...................................................................... 54 

7.1 Analysis Method .................................................................................................... 54 
7.2 Results of the Comparative Analysis ...................................................................... 55 
7.3 Supplementary analysis ......................................................................................... 57 
7.4 Effect – PFS ............................................................................................................ 58 
7.5 Effect – OS .............................................................................................................. 58 

8. Safety ............................................................................................................... 58 

9. Extrapolation of patient transitions .................................................................. 60 

9.1 Clinical Data Used for Extrapolation of Patient Transitions ................................... 60 
9.2 Extrapolation Using Parametric Extrapolation Models .......................................... 61 

9.2.1 Extrapolation of progression-free survival............................................................. 61 
9.2.2 Extrapolation of overall survival ............................................................................ 63 
9.2.3 Extrapolation of time-to-treatment discontinuation ............................................. 66 

9.3 Extrapolation Using Transition Probabilities .......................................................... 68 
9.4 Summary and Validity of Extrapolated Patient Transitions ................................... 69 

10. Health-related quality of life ............................................................................. 71 

10.1 Overview ................................................................................................................ 71 
10.2 Instruments ............................................................................................................ 71 

10.2.1 EuroQol 5 Dimensions 5 Levels and EuroQol visual analogue scale ...................... 71 

10.2.1.1 Study Design and Instrument .............................................................................. 71 
10.2.1.2 Data Collection .................................................................................................... 72 
10.2.1.3 Results ................................................................................................................. 72 
10.2.2 Summary when reporting multiple instruments ................................................... 76 

10.3 Utility values .......................................................................................................... 76 

10.3.1 Data Sources .......................................................................................................... 76 
10.3.2 Calculation of Utility Values ................................................................................... 76 
10.3.3 Adverse Events, Comorbidity and Other State-Specific Adjustments to the 

Utility Values .......................................................................................................... 77 
10.3.4 Results for Utility Values ........................................................................................ 78 

11. Calculation of Costs .......................................................................................... 79 

11.1 Drug Costs .............................................................................................................. 80 

11.1.1 Drug Costs for Intervention and Comparator ........................................................ 80 
11.1.2 Drug costs for Subsequent Treatment ................................................................... 82 



 

 

11.2 Hospital costs ......................................................................................................... 83 

11.2.1 Administration ....................................................................................................... 83 
11.2.2 Disease management ............................................................................................. 83 
11.2.3 Treatment Monitoring ........................................................................................... 85 
11.2.4 Management of adverse events ............................................................................ 85 
11.2.5 Other Hospital Costs .............................................................................................. 86 

11.3 Patient Costs .......................................................................................................... 87 
11.4 Other costs ............................................................................................................. 89 

12. Results .............................................................................................................. 89 

12.1.1 Reference-case analysis ......................................................................................... 89 
12.1.2 Supplementary analysis ......................................................................................... 90 

12.2 Sensitivity analyses ................................................................................................ 91 

12.2.1 Deterministic Sensitivity Analyses ......................................................................... 91 
12.2.2 Probabilistic Sensitivity Analyses (PSA) .................................................................. 95 

13. Budget Impact Analysis ..................................................................................... 97 

14. List of experts ................................................................................................... 98 

15. References ........................................................................................................ 99 

Appendix A. Study Characteristics ......................................................................... 104 

Appendix B. Results for Clinical Effectiveness per Study ........................................ 111 

B.1.1 Results for clinical effectiveness per study .......................................................... 111 
B.1.2 Subgroup analyses ............................................................................................... 127 

Appendix C. Subsequent Treatment ...................................................................... 131 

Appendix D. Comparative Analyses ....................................................................... 134 

Appendix E. Extrapolation of Patient Transitions ................................................... 141 

E.1 Parametric Extrapolation Models ........................................................................ 141 

E.1.1 Extrapolation of Progression-Free Survival .......................................................... 142 

E.1.1.1 Log-cumulative Hazard Plots and Residual Plots ............................................... 143 
E.1.1.2 Internal validity .................................................................................................. 146 
E.1.1.2.1 Assessment of Statistical and Visual Fit (AIC and BIC) .................................. 146 
E.1.1.2.2 Assessment of Smoothed Hazard Functions ................................................ 149 
E.1.1.3 External Validity ................................................................................................. 152 
E.1.1.4 Other Assumptions ............................................................................................ 152 
E.1.2 Extrapolation of Overall Survival ......................................................................... 153 

E.1.2.1 Log-cumulative Hazard Plots and Residual Plots ............................................... 153 
E.1.2.2 Internal Validity ................................................................................................. 157 
E.1.2.2.1 Assessment of Statistical and Visual Fit (AIC and BIC) .................................. 157 



 

 

E.1.2.2.2 Assessment of Smoothed Hazard Functions ................................................ 160 
E.1.2.3 External Validity ................................................................................................. 167 
E.1.2.4 Other Assumptions ............................................................................................ 169 
E.1.3 Extrapolation of Time-to-Treatment Discontinuation ......................................... 170 

E.1.3.1 Log-cumulative Hazard Plots and Residual Plots ............................................... 170 
E.1.3.2 Internal Validity ................................................................................................. 173 
E.1.3.2.1 Assessment of Smoothed Hazard Functions ................................................ 176 
E.1.3.3 External Validity ................................................................................................. 179 
E.1.3.4 Other Assumptions ............................................................................................ 179 
E.2 Transition Probabilities ........................................................................................ 180 

E.2.1 Internal Validity .................................................................................................... 180 
E.2.2 External Validity ................................................................................................... 180 
E.2.3 Other Assumptions .............................................................................................. 180 

Appendix F. Serious Adverse Events ...................................................................... 181 

Appendix G. Health-Related Quality of Life ............................................................ 182 

G.1 Data Collection – Overview of Responses ............................................................ 182 
G.2 Reporting of Domains .......................................................................................... 185 
G.3 Mapping ............................................................................................................... 198 
G.4 Calculations of Utility Values ............................................................................... 198 

Appendix H. Literature Searches for the Clinical Assessment ................................. 200 

H.1 Effect and Safety for Intervention and Comparators ........................................... 200 
H.2 Systematic Selection of Studies and References ................................................. 202 

Appendix I. Literature Searches for Health-Related Quality of Life ........................ 210 

I.1 Systematic Search ................................................................................................ 210 
I.2 Focused Search .................................................................................................... 215 

Appendix J. Literature Searches for Additional Input to the Health Economic 

Model 216 

J.1 Systematic Search ................................................................................................ 216 
J.2 Focused Search .................................................................................................... 216 

Appendix K. Justification for Confidential Information .......................................... 218 

Appendix L. Drug Cost Calculation ......................................................................... 220 

Appendix M. Safety Data from the Literature ........................................................ 224 

M.1 Paclitaxel .............................................................................................................. 225 
M.2 Docetaxel ............................................................................................................. 236 
M.3 Irinotecan ............................................................................................................. 237 

Appendix N. Crossover Analysis ............................................................................. 239 

N.1 Methods ............................................................................................................... 239 



 

 

N.2 Results .................................................................................................................. 240 

N.2.1 G-estimation Diagnostic Plots .............................................................................. 240 
N.2.2 Kaplan-Meier Plots ............................................................................................... 242 

Appendix O. Clinical Documentation – Standard of Care ....................................... 245 

O.1 Patient Characteristics ......................................................................................... 245 
O.2 Posology ............................................................................................................... 249 

O.2.1 Docetaxel ............................................................................................................. 249 
O.2.2 Paclitaxel .............................................................................................................. 249 
O.2.3 Irinotecan ............................................................................................................. 249 

O.3 Relative Dose Intensity ........................................................................................ 250 
O.4 Treatment Duration ............................................................................................. 250 

O.4.1 Docetaxel ............................................................................................................. 250 
O.4.2 Paclitaxel .............................................................................................................. 251 
O.4.3 Irinotecan ............................................................................................................. 251 

O.5 Subsequent Treatments ....................................................................................... 252 

O.5.1 Docetaxel ............................................................................................................. 252 
O.5.2 Paclitaxel .............................................................................................................. 252 
O.5.3 Irinotecan ............................................................................................................. 252 

Appendix P. Danish Real-World Evidence .............................................................. 254 

 

 

 



 

 

Tables and figures 
Table 1. Abbreviation list .................................................................................................... 1 
Table 2. Information about Enhertu® ................................................................................. 3 
Table 3. Summary table ...................................................................................................... 5 
Table 4. Patient funnel ........................................................................................................ 9 
Table 5. Expected number of patients and patient uptake when implementing T-

DXd .................................................................................................................................... 10 
Table 6. Overview of the intervention: T-DXd ................................................................... 10 
Table 7. Dose distribution in DG04 (11) ............................................................................ 11 
Table 8. The intervention in the study and the health economic model .......................... 12 
Table 9. Second-line treatments – SoC ............................................................................. 14 
Table 10. Overview of the comparator: PTX ..................................................................... 16 
Table 11. Comparator in the clinical study and in the health economic model: PTX ........ 17 
Table 12. Overview of the comparator: DTX ..................................................................... 18 
Table 13. Comparator in the clinical study and in the health economic model: DTX ....... 19 
Table 14. Overview of the comparator: Irinotecan ........................................................... 20 
Table 15. Comparator in the clinical study and in the health economic model: 

Irinotecan .......................................................................................................................... 21 
Table 16. Assumptions regarding subsequent treatment in the health economic 

analysis .............................................................................................................................. 23 
Table 17. Outcomes in DG04 (11) and RAINBOW (10) ...................................................... 24 
Table 18. Reference-case assumptions in the health economic analysis.......................... 25 
Table 19. Choice of health economic analysis, model and model structure ..................... 27 
Table 20. Relevant literature included in the assessment of effectiveness and 

safety ................................................................................................................................. 28 
Table 21. Relevant literature included in the assessment of health-related quality 

of life ................................................................................................................................. 29 
Table 22. Relevant literature used in the health economic model ................................... 30 
Table 23. Overview of study characteristics for all studies included in the 

comparison ........................................................................................................................ 35 
Table 24. Assessment of comparability – DG04 and RAINBOW ........................................ 36 
Table 25. Patients’ baseline characteristics in included studies used in the 

comparative analysis of effectiveness and safety ............................................................. 37 
Table 26. Simplified list of prognostic factors in GC .......................................................... 39 
Table 27. Potential treatment effect modifying factors .................................................... 41 
Table 28. Characteristics of the relevant Danish population and input parameters 

in the health economic model .......................................................................................... 43 
Table 29. Overview of treatment response – DG04 (11) .................................................. 51 
Table 30. Results from the comparative analysis (simplified ITC) of T-DXd vs. 

RAM+PTX/PTX in patients with HER2-positive GC or GEJC ............................................... 55 
Table 31. Comparative efficacy for DG04 and RAINBOW studies ..................................... 56 
Table 32. HRs based on NMA (69) ..................................................................................... 57 
Table 33. Overview of adverse events [DG04; SAS population (DCO date: 24 Oct 

2024) (11)] ......................................................................................................................... 58 



 

 

Table 34. Proportion of patients with adverse events [DG04 DCO date: 24 Oct 

2024) (11)] ......................................................................................................................... 59 
Table 35. Overview of data sources for clinical endpoints................................................ 61 
Table 36. Overview of assumptions regarding extrapolation of PFS ................................ 61 
Table 37. Overview of assumptions regarding extrapolation of OS .................................. 63 
Table 38. Overview of assumptions regarding extrapolation of TTD ................................ 66 
Table 39. Transition probabilities in the health economic model ..................................... 69 
Table 40. Transition matrix for [intervention/comparator] .............................................. 69 
Table 41. Modelled means in years, undiscounted estimates, half-cycle corrected 

and adjusted for background mortality ............................................................................ 70 
Table 42. Overview of included instruments for measuring health-related quality 

of life ................................................................................................................................. 71 
Table 43. Basis for estimating utility values ...................................................................... 71 
Table 44. Overview of responses by health state (71) ...................................................... 72 
Table 45. Results for EQ-5D-5L summary statistics (DCO date: 24 Oct 2024) (71) ........... 75 
Table 46. Results for EQ-VAS summary statistics (DCO date: 24 Oct 2024) (71) .............. 75 
Table 47. LMM regression coefficients of mapped EQ-5D-5L utility values from 

DG04 (71) .......................................................................................................................... 77 
Table 48. AE – duration (days) (11) ................................................................................... 78 
Table 49. Utility values used in the health economic model ............................................ 78 
Table 50. Second-line treatments – SoC: proportions used for modelling purposes ....... 80 
Table 51. Medicines used in the model. (prices from April 17th, 2026) ............................ 81 
Table 52. Subsequent treatments used after second-line treatments ............................. 82 
Table 53. Subsequent treatment costs, reference treatments, and corresponding 

prescribing information..................................................................................................... 82 
Table 54. Drug acquisition costs used in the model: Subsequent treatment costs 

(60) .................................................................................................................................... 82 
Table 55. Assumptions regarding administrative costs ..................................................... 83 
Table 56. Assumptions regarding disease management costs.......................................... 84 
Table 57. Assumptions regarding costs for treatment monitoring ................................... 85 
Table 58. Assumptions regarding costs for management of adverse events (58) ............ 85 
Table 59. Assumptions regarding patient time ................................................................. 88 
Table 60. Results, discounted estimates, half-cycle corrected and adjusted for 

background mortality ........................................................................................................ 89 
Table 61. Results per drug if combination treatments (more than one drug) .................. 90 
Table 62. Results of supplementary analyses ................................................................... 90 
Table 63. Results of deterministic sensitivity analyses ..................................................... 94 
Table 64. Budget impact (undiscounted estimates), DKK ................................................. 97 
Table 65. Main characteristics of included studies: DG04 .............................................. 105 
Table 66 Main characteristics of included studies: RAINBOW ........................................ 107 
Table 67 Main characteristics of included studies: DG02 ............................................... 108 
Table 68. Results per study: DG04 (9, 33) ....................................................................... 111 
Table 69. Results per study: RAINBOW (10) .................................................................... 114 
Table 70. Results per study: COUGAR-02 (34) ................................................................ 116 
Table 71. Results per study: TCOG GI‑0801/BIRIP (40) ................................................... 118 
Table 72. Results per study: KCSG ST10‑01 (42) ............................................................. 119 



 

 

Table 73. Results per study: RAMIRIS  (81) ..................................................................... 120 
Table 74. Results per study: Roy 2013 (37) ..................................................................... 121 
Table 75. Results per study: Sym 2013 (43) .................................................................... 122 
Table 76. Results per study: Thuss‑Patience 2011 (35) ................................................... 123 
Table 77. Results per study: TRICS (41) ........................................................................... 124 
Table 78. Results per study: WJOG4007 (36) .................................................................. 126 
Table 79. Forest plot for subgroup univariate analyses of progression-free survival 

– DG04 (33) ..................................................................................................................... 127 
Table 80. Forest plot for subgroup univariate analyses of overall survival – DG04 

(33) .................................................................................................................................. 128 
Table 81. Forest plot for subgroup univariate analyses of progression-free survival 

- RAINBOW (10) ............................................................................................................... 129 
Table 82. Forest plot for subgroup univariate analyses of overall survival - 

RAINBOW (10) ................................................................................................................. 130 
Table 83. Subsequent anti-cancer treatment; full population (ITT), DG04 (11).............. 131 
Table 84. Post-discontinuation systemic antineoplastic therapy (RAINBOW) ................ 133 
Table 85. Definition of outcomes in DG04 and RAINBOW .............................................. 134 
Table 86. Comparative analysis of studies comparing T-DXd with SoC for patients 

with HER2-positive GC/GEJC (69) .................................................................................... 138 
Table 87. Selected models for PFS, OS, and TTD ............................................................. 142 
Table 88. Statistical goodness-of-fit estimates for PFS – T-DXd ...................................... 147 
Table 89. Statistical goodness-of-fit estimates for PFS – RAM+PTX ................................ 147 
Table 90. PFS landmarks – extrapolated for T-DXd ......................................................... 152 
Table 91. PFS landmarks – extrapolated for SoC............................................................. 153 
Table 92. Statistical goodness-of-fit estimates for OS – T-DXd ....................................... 157 
Table 93. Statistical goodness-of-fit estimates for OS – RAM+PTX ................................. 157 
Table 94. OS landmarks – extrapolated for T-DXd .......................................................... 168 
Table 95. OS landmarks – extrapolated for SoC without hazard adjustment ................. 169 
Table 96. OS landmarks – extrapolated for SoC with hazard adjustment....................... 170 
Table 97. Statistical goodness-of-fit estimates for TTD – T-DXd ..................................... 173 
Table 98. Statistical goodness-of-fit estimates for TTD – RAM+PTX ............................... 173 
Table 99. TTD landmarks – extrapolated for T-DXd ........................................................ 179 
Table 100. TTD landmarks – extrapolated for SoC .......................................................... 179 
Table 101. TEAEs by Preferred Term. SAS population (11) (DG04 DCO date: 24 Oct 

2024) (71) ........................................................................................................................ 181 
Table 102. Compliance rates for T-DXd: EQ-5D-5L score (71) ......................................... 182 
Table 103. Compliance rates for RAM+PTX: EQ-5D-5L score (71)................................... 184 
Table 104. Summary of EQ-5D-5L health profile: Mobility (71) ...................................... 185 
Table 105. Summary of EQ-5D-5L health profile: Self-care (71) ..................................... 187 
Table 106. Summary of EQ-5D-5L health profile: Usual activities (71) ........................... 190 
Table 107. Summary of EQ-5D-5L health profile: Pain / discomfort (71) ........................ 193 
Table 108. Summary of EQ-5D-5L health profile: Anxiety / depression  (71) ................. 195 
Table 109. LMM regression coefficients of EQ-5D-5L utility values from DG04 (71) ...... 199 
Table 110. HSUV based on DG04 (71) ............................................................................. 199 
Table 111. Bibliographic databases included in the literature search ............................ 201 
Table 112. Other sources included in the literature search ............................................ 201 



 

 

Table 113. Inclusion and exclusion criteria used for assessment of studies: clinical 

evidence .......................................................................................................................... 203 
Table 114. Studies / references included in the Danish assessment: Clinical 

evidence .......................................................................................................................... 208 
Table 115. Excluded studies / references (refer to full SLR report): Clinical 

evidence .......................................................................................................................... 209 
Table 116. Inclusion and exclusion criteria used for assessment of studies: non-

clinical evidence .............................................................................................................. 210 
Table 117.Studies / references included in the Danish assessment: Non-clinical 

evidence .......................................................................................................................... 215 
Table 118. Excluded studies / references (refer to full SLR report): Non-clinical 

evidence .......................................................................................................................... 215 
Table 119. Studies / references included in the Danish assessment: Non-clinical 

evidence / economic model ............................................................................................ 216 
Table 120. Excluded studies / references (refer to full SLR report): Non-clinical 

evidence .......................................................................................................................... 216 
Table 121. References from focused search ................................................................... 216 
Table 122. Justifications for confidential information .................................................... 218 
Table 123. Weight characteristics – DG04 (11) ............................................................... 220 
Table 124. Body weight distribution - DG04 ................................................................... 220 
Table 125. Posology of treatments included in the health economic analysis ............... 223 
Table 126. Summary of drug-related TEAEs (grade ≥3 and in ≥5% of patients) 

sourced from the literature and used in the health economic model ............................ 224 
Table 127. Overview of AEs RAINBOW - PTX .................................................................. 225 
Table 128. Proportion of patients with AEs RAINBOW - PTX .......................................... 225 
Table 129. Treatment-emergent AEs of patients on RAM+PTX, irrespective of 

causality .......................................................................................................................... 226 
Table 130. Overview of AEs COUGAR-02 – DTX .............................................................. 236 
Table 131. Proportion of patients with AEs COUGAR-02 -DTX ....................................... 236 
Table 132. Most common grade 3–4 AEs sourced from COUGAR 02- DTX..................... 237 
Table 133. Overview of AEs Thuss-Patience et al – Irinotecan (35) ................................ 238 
Table 134. Proportion of patients with AEs Thuss-Patience et al – Irinotecan (35) ........ 238 
Table 135. Toxicity (grade 3/4) in Arm A: Irinotecan as reported from Thuss-

Patience et al (35) ........................................................................................................... 238 
Table 136. HR between the base case and the RPSFTM sensitivity analyses.................. 245 
Table 137. Patient characteristics – SoC ......................................................................... 246 
Table 138. Posology of SoC (2, 3) .................................................................................... 250 
Table 139. Relative dose intensity – SoC ......................................................................... 250 
Table 140. RDI definition - SoC ........................................................................................ 250 
Table 141. Treatment duration – clinical documentation for SoC .................................. 251 
Table 142. Subsequent treatments – clinical documentation for SoC ............................ 253 
Table 143. Danish real-world patient characteristics and numbers – data on file 

(30) .................................................................................................................................. 254 
Table 144. Danish real-world six-year survival ................................................................ 254 
 

Figure 1. Schematic overview of the model structure ...................................................... 26 













 

 

Page 4 of  250 
 

Abbreviations are defined in the list of Abbreviations 

 

Enhertu as monotherapy is indicated for the 

treatment of adult patients with unresectable or 

metastatic HER2-positive breast cancer who have 

received one or more prior anti-HER2-based 

regimens. 

HER2-low/ultralow breast cancer 

HR-positive, HER2-low/ultralow: after ≥1 endocrine 

therapy in metastatic setting and not suitable for 

further endocrine therapy. 

HER2-low: after prior metastatic chemotherapy or 

recurrence during/within 6 months of adjuvant 

chemotherapy. 

Non-small cell lung cancer (NSCLC) 

Enhertu monotherapy for adults with advanced 

NSCLC with activating HER2 (ERBB2) mutation, 

requiring systemic therapy after platinum-based 

chemotherapy ± immunotherapy. 

Other indications that have been 

evaluated by the Danish Medicines 

Council 

Yes: All breast cancer indications 

Ongoing assessments: NSCLC 

Joint Nordic Assessment (JNHB): 

Is current treatment practice 

comparable across the Nordic 

countries (DK, FI, IS, NO, SE)? 

No—joint JNHB is not appropriate because treatment 

practices differ between countries. 

 

Joint Nordic Assessment (JNHB): 

Is the drug suitable for a joint Nordic 

assessment? 

No, treatment practices differ between countries.   

T-DXd is recommended for the treatment of HER2-
positive metastatic gastric and GEJ cancer in Sweden 
and HTA already ongoing in Norway.   

Has a joint European assessment (JCA) 

been carried out via the EU HTA 

Regulation? 

No  

Delivery BEGR 

Packaging – types, sizes/number of 

units and concentrations 

Strength: 100 mg  

Pack size: 1 vial of powder for concentrate 
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Abbreviations are defined in the list of Abbreviations 

 
 
 

- RAINBOW: The confirmed ORR was 27.9% (95% CI 23.3–

33.0) for RAM+PTX and 16.1% (95% CI 12.5–20.6) for 

placebo+PTX (10). 

HRQoL:  

DG04: Overall, the results of the subjects with a post-

baseline EQ-5D-5L score showed that quality of life in 

the T-DXd arm was maintained over the course of 

treatment and did not deteriorate through  

after which the number of subjects was too low to allow 

for meaningful interpretation (11). 

Serious adverse events for the 

intervention and comparator 

The three most frequent TEAEs in the T-DXd arm (DG04) were 

anaemia (4.9%), pneumonia (4.1%), and vomiting (3.7%); for 

the SoC, the three most frequent TEAEs (not specified as 

serious, weighted average based on the SoC treatment 

regimens) were neutrophil count decreased (14.09%), 

diarrhoea (10.16%), and anaemia (8.74%).  

Type of health economic 

analysis 

Cost-utility analysis 

Health economic model Partitioned survival model 

Outcomes and sources for 

extrapolating patient 

transitions 

DG04 (OS, PFS, TTD for T-DXd, HRQoL for T-DXd and SoC, the 

RAM+PTX arm used as reference arm for SoC, refer to section 

9). 

RAINBOW (HR for OS and PFS: applying the HRs for RAM+PTX 

versus PTX from the RAINBOW study and applying them to 

the RAM+PTX arm in DG04 to derive PTX outcomes (a proxy 

for SoC)) 

Instrument and sources for 

health-related quality of life 

EQ-5D-5L sourced from DG04, disutilities linked to AEs 

sourced from literature. 

Life years gained (discounted, 

corrected for half-cycle and 

background mortality) 

0.87 life years 

QALYs gained (discounted, 

corrected for half-cycle and 

background mortality) 

0.70 QALY 

ICER (DKK/QALY) (discounted, 

corrected for half-cycle and 

background mortality) 

755,582 DKK/QALY 

Company's assessment of 

uncertainty 
• Relying on an ITC is linked to uncertainty.  

• Based on the sensitivity analyses, variation in the utilities 

for the progression‑free and progressed health states is a 

key driver of the ICER. 

• Scenario analyses showed that the RDI of T‑DXd materially 

influences the ICER. 
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3. Patient population, intervention, 

choice of comparator(s) and 

outcome(s) 

3.1 Patient population 

3.1.1 The disease  

Gastric and GEJ cancer  

Gastric and gastroesophageal junction cancer (GC/GEJC) are classified in squamous cell 

carcinoma and adenocarcinoma, with adenocarcinomas being the most prevalent (12). 

Gastric and GEJ adenocarcinomas are aggressive cancers that represent a significant global 

health burden. Taken as a group, they are the fifth most common cancer and fourth 

leading cause of cancer deaths worldwide, with approximately 1,7 million new cases and 

over 769,000 deaths in 2020, accounting for 7.7% of all cancer-related deaths (13) (14). 

Advanced Human Epidermal Growth Factor receptor 2 (HER2)-positive GC/GEJC is a 

progressive disease leading to premature death and reduced quality of life (QoL) (15).  

Approximately 30% of GC/GEJCs are detected at an early stage and are often 

asymptomatic or present with nonspecific symptoms; consequently, roughly 70% are 

diagnosed at an advanced stage, typically with dyspepsia, epigastric pain, early satiety, 

weight loss, anorexia, iron deficiency anaemia, nausea or vomiting, bleeding, gastric outlet 

obstruction (particularly antral/pyloric), and—specifically for GEJC—dysphagia  (12, 16-

20).  

Risk profiles differ by anatomical site, with non-cardia- GC primarily linked to Helicobacter 

pylori infection and GEJC associated with obesity, high fat diets, 

and -gastroesophageal- reflux disease (12, 21); tobacco use, high salt intake, and heavy 

alcohol consumption further increase the risk (21). Similar to other Western European 

(WE) countries, Denmark’s comparatively low H. pylori prevalence corresponds to a 

relatively higher incidence of GEJC (22).  

Disease heterogeneity across anatomical location (GC vs GEJC), histology (e.g., Laurén 

intestinal/diffuse), and molecular subtype (e.g., Epstein-Barr virus-positive, microsatellite 

instability-high (MSI-H), chromosomal instability) necessitates accurate classification to 

support diagnosis, staging, outcome prediction, and treatment selection. Danish national 

guidelines classify upper gastrointestinal tumours per World Health Organisation 

classification of Digestive System Tumours and stage using Union for International Cancer 

Control (UICC) / American Joint Committee on Cancer (AJCC) Tumour–Node–Metastasis 

(TNM) (8th edition), staged as GC or oesophageal cancer based on tumour epicentre 

relative to the cardia (Siewert I-III) (23). 
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Diagnosis  

Diagnosis typically involves endoscopy with biopsy, followed by imaging studies such as 

computed tomography (CT); positron emission tomography (PET) scans are also 

recommended for staging (24).  

HER2 testing is recommended for all patients with inoperable locally advanced, recurrent, 

or metastatic GC/GEJC to determine eligibility for first-line HER2-targeted therapy. This is 

typically done through immunohistochemistry (IHC) and/or in situ hybridization (ISH) on 

tumour biopsy samples (24). Between 10% and 20% of metastatic gastric/GEJ tumours 

exhibit HER2 overexpression, with higher prevalence in GEJC and intestinal GC type (25). 

Other prognostic biomarkers that are recommended to be tested include programmed 

death-ligand 1 (PD-L1) expression, MSI-H/mismatch repair proteins (MMR) (15, 24), and 

Claudin18.2 (26). Both HER2 testing, PDL-1 and MSI-H/MMR testing is established in 

Denmark (15).  

Prognosis 
Outcomes in GC/GEJCs are heterogeneous, with stage at diagnosis being a key 

determinant of prognosis. Among patients treated with curative intent, 1‑year survival 

after initiation of preoperative oncologic therapy was 81.2% (8). However, in Denmark, 

only approximately 30% of GC/GEJC patients receive curative intent surgery (8). 

Prognosis for metastatic GC/GEJC remains poor and treatment is often palliative (15). 

Among patients with cancer of the oesophagus, stomach, or gastric cardia who initiated a 

palliative oncological treatment course, 45.6% (95% confidence interval (CI), 39.5–51.7) 

were alive 1 year after first systemic therapy (8). Within this population, outcomes differ 

by disease stage please see figure: OS for the GC patients; intestinal (A) and diffuse (B) in 

Kempf et al. (27): among patients treated with palliative intent, overall survival (OS) 

declines with advancing stage for both intestinal and diffuse histological subtypes (27). 

Among patients receiving palliative care (chemotherapy or best supportive care (BSC)), 

chemotherapy was associated with a significantly lower hazard of death compared with 

no chemotherapy (hazard ratio [HR] 0.36; 95% CI 0.31–0.41; p<0.001) (27). While patients 

receiving chemotherapy showed better OS as reflected by the HR, observed differences 

may partly reflect baseline characteristics: individuals eligible for chemotherapy often 

differ from those receiving BSC in performance status (PS), comorbidities, and tumour 

features. Thus, although OS remains poor in this setting, outcomes vary across subgroups 

according to receipt of systemic therapy, which generally requires patients to be 

sufficiently fit. This pattern is consistent with the relative-survival estimates reported by 

Hemminki et al (28), which show increases in younger age groups, and a smaller or no 

increase in the oldest group. Poorer survival among older patients is attributable to less 

intensive diagnostic work-up leading to more advanced stage at presentation, which limits 

treatment options, compounded by a higher burden of comorbidities (28). 

3.1.2 Selected patient population 

The Danish patient population eligible for treatment with trastuzumab deruxtecan (T-DXd) 

is aligned with the European Medicines Agency (EMA)-indication, i.e. for patients with 

advanced HER2-positive GC/GEJC who have received a prior trastuzumab-based regimen. 
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with biopsy, followed by CT/PET imaging to assess local and distant spread. Prior to 

systemic therapy, biomarker testing includes HER2, PD-L1, MSI-H/MMR (further detail is 

provided in section 3.1.1). All required biomarkers, including HER2, are routinely tested in 

Danish practice, and introduction of T‑DXd does not require new or non-standard 

diagnostic methods. 

According to the DEGC multidisciplinary working group, which develops the Danish 

treatment guidelines for oesophageal/GC/GEJC, treatment recommendations align with 

international guidance (European Society for Medical Oncology (ESMO), National 

Comprehensive Cancer Network (NCCN), American Society of Clinical Oncology (ASCO)) 

but are adapted to Danish approvals and cost-effectiveness assessments by DMC. 

Treatment selection is driven by histology (adenocarcinoma vs squamous), molecular 

markers (HER2, PD-L1, MSI/MMR), PS (typically PS 0–2), comorbidities, and patient 

preferences, refer to section 3.1.1. 

Current standard of care  

Complete resection is the only treatment with curative intent and can be offered to some 

patients with localized disease. In cases of non-curable disease, palliative resection may 

be indicated if the patient has mechanical obstruction, bleeding, or perforation (23). First-

line treatment of non-curable or advanced disease is systemic chemotherapy. According 

to DEGCs clinical guideline from February 2025, DEGC recommends that all treatment-

eligible patients should have determination of PD-L1 score (CPS), MMR/MSI status, and 

HER2 status before treatment (23). 

  

First line treatment for HER2-positive metastatic disease  

The following treatments are recommended for patients with HER2-positive 

adenocarcinomas who are suitable for chemotherapy (23):   

• Trastuzumab and platinum- and fluoropyrimidine-based chemotherapy, with 

addition of pembrolizumab for PD-L1 CPS ≥1. 

 

This is currently the only HER2‑targeted therapy routinely used in Denmark, meaning that 

most HER2‑positive patients do not receive a HER2‑directed agent beyond first line under 

current practice. 

Second-line treatment for HER2-positive metastatic disease 

Upon progression during or after first-line treatment, Danish guidelines recommend 

offering further systemic therapy to patients in good PS. Recommended second-line 

regimens include (23):  

• Irinotecan monotherapy 

• Taxane monotherapy (docetaxel (DTX) or paclitaxel (PTX)).  

 

Choice of second-line cytotoxic agent should avoid repeating the same class used in first 

line and should account for toxicity history (e.g., neuropathy with taxanes, diarrhoea risk 

with irinotecan) (23). 

Ramucirumab (RAM) (alone or with PTX) has phase III evidence internationally but is not 

part of Danish standard practice, as its previous conditional approval (recommended by 
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toxicity profile, residual neuropathy, gastrointestinal tolerability, performance status, and 

clinician judgement rather than clear evidence of materially different efficacy between 

these cytotoxic options. This is consistent with national guidelines and the treatment mix 

applied in the model (PTX 44%, DTX 39%, irinotecan 17%). 

From an efficacy perspective, the available evidence supports PTX as a reasonable, and 

likely conservative, anchor for the SoC basket. In the supplementary network meta-

analysis (NMA) submitted in the dossier, the estimated hazard ratios for T-DXd versus PTX, 

DTX, and irinotecan were  , and  for PFS, and ,  and  for OS, 

respectively. These estimates do not suggest that DTX or irinotecan provide better 

outcomes than PTX; if anything, they appear numerically less favourable. Consequently, 

using PTX as the single efficacy anchor is likely to favour the comparator basket and may 

therefore underestimate the incremental benefit of T-DXd versus the full Danish SoC 

basket. 

This interpretation is also consistent with the published trial literature. PTX, although off-

label, is a well-established second-line regimen in advanced gastric cancer and has been 

evaluated in a large international randomized phase III study, RAINBOW, in which the 

control backbone was weekly PTX. In that study, median OS with PTX was 7.4 months and 

median PFS was 2.9 months ((10). DTX and irinotecan are also accepted second-line 

monotherapies, but the published evidence does not show consistent superiority over 

PTX. In COUGAR-02, second-line DTX improved survival versus active symptom control, 

confirming clinical activity, but not superiority versus PTX (34). Similarly, irinotecan 

improved survival versus best supportive care in the AIO trial, again demonstrating efficacy 

as a second-line option, but not superiority versus PTX (35). In addition, randomized 

evidence comparing weekly PTX and irinotecan in advanced gastric cancer has shown 

broadly similar efficacy, supporting the view that these cytotoxic monotherapies are 

reasonable alternatives selected mainly on tolerability and patient factors rather than 

major expected efficacy differences (36). Accordingly, using PTX as the representative 

efficacy profile for the SoC basket is not intended to assert strict equivalence, but rather 

to provide a pragmatic and conservative approximation grounded in the available 

comparative evidence. 

With respect to treatment duration, the empirical evidence similarly supports PTX as a 

reasonable proxy. In the model, the median time on treatment / TTD for SoC was 3.68 

months, derived by applying the RAINBOW relative effect to the DG04 RAM+PTX reference 

arm. This is broadly consistent with treatment durations reported for the individual 

regimens in the literature. In RAINBOW, median treatment duration for PTX was 12.0 

weeks (approximately 2.8 months) (10). For DTX, published studies report treatment 

exposure of a similar order of magnitude: in Roy et al., mean exposure was 4.7 cycles every 

3 weeks (around 3.2 months), while COUGAR-02 allowed treatment for up to six 3-weekly 

cycles (34); (37). For irinotecan, treatment duration was also broadly comparable, for 

example mean 4.6 cycles every 3 weeks in Roy et al., and median numbers of 

administrations or cycles in other studies corresponding approximately to 2–3 months, 

depending on schedule (Roy, 2013 #39; Thuss-Patience, 2011 #46; (36). Overall, these data 

suggest that PTX, DTX, and irinotecan have broadly similar treatment duration in second 
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6. Clinical studies 

6.1 Trastuzumab deruxtecan compared with standard of care 

for patients with human epidermal growth factor receptor 

2-positive gastric cancer or gastro-oesophageal junction 

cancer  

6.1.1 Relevant Studies 

Both DG04 and RAINBOW were used to inform the comparative analysis (Table 23). A 

CONSORT diagram for each study is included in Appendix A. 

Overall, both DG04 and RAINBOW show treatment‑discontinuation rates driven primarily 

by disease progression, which is expected in a late‑line metastatic GC/GEJC setting. DG04 

reported fewer patients discontinuing treatment compared to RAINBOW, likely reflecting 

differences in effect and tolerability (see section 8). Rates of patients not receiving 

assigned treatment were low across all studies, suggesting good adherence to study 

protocols. Study drop‑out in DG04 was modest, while limited information was available 

for RAINBOW. 

For DG04, the population used for this assessment corresponds to the full 

protocol-defined HER2-positive metastatic gastric/GEJ adenocarcinoma population, and 

no subpopulation restriction has been applied. The DG04 analysis uses the 24 Oct 2024 

predefined data cut off (DCO), with a median OS follow-up of 16.8 months for T-DXd and 

14.4 months for RAM+PTX (11). For RAINBOW the full intention-to-treat (ITT) population 

was used without subpopulation restriction and is based on the predefined July 2013 DCO, 

with a median OS follow-up of 7.9 months (10).  

Treatment exposure and patients not receiving assigned treatment 

In the DG04 safety/treated population, 2/246 (0.8%) patients in the T‑DXd arm and 15/248 

(6%) in the RAM+PTX arm did not receive the assigned treatment (33).  

In RAINBOW, 4/330 (1.2%) patients in the RAM+PTX did not receive treatment, resulting 

in a treated population of 327; in the placebo + PTX arm, 5/335 (1.5%) did not receive 

treatment (treated population 329) (10). 

Treatment discontinuation 

In DG04, treatment was discontinued in 198/244 (81.1%) patients receiving T‑DXd and 

190/233 (81.5%) receiving RAM+PTX. The primary reasons for treatment discontinuation 

in the T‑DXd arm included progressive disease (139; 57.0%), AEs (26; 10.7%), clinical 

progression (14; 5.7%), patient withdrawal (5; 2.0%), physician decision (2; 0.8%) and 

death (13; 5.3%). In the RAM+PTX arm, reasons included progressive disease (126; 53.6%), 

AEs (16; 6.9%), clinical progression (10; 4.3%), patient withdrawal (16; 6.9%), physician 

decision (4; 1.7%) and death (19; 8.2%) (33). 

For RAINBOW, treatment discontinuation occurred in 313/327 (95%) patients in the 

RAM+PTX and 323/329 (96%) in the placebo+PTX arm. Primary reasons for discontinuation 
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in the RAM+PTX arm included progressive disease (236; 72%), AEs (39; 12%), death (12; 

4%), withdrawal of consent (23; 7%), and other causes (<1%). In the placebo + PTX arm, 

reasons included progressive disease (255; 76%), AEs (38; 11%), death (13; 4%), 

withdrawal of consent (13; 4%), other (3; <1%) and lost to follow‑up (1; <1%) (10). 

Study discontinuation (drop out) 

In DG04, 10/246 (4.1%) patients in the T‑DXd arm and 24/248 (9.7%) in the RAM+PTX arm 

discontinued the study. Reasons for study discontinuation in the T‑DXd arm were 

withdrawal by subject (8; 3.3%) and lost to follow‑up (2; 0.8%). In the RAM+PTX arm, 

reasons included withdrawal by subject (22; 8.9%), lost to follow‑up (1; 0.4%), and other 

(1; 0.4%) (33). 

 

RAINBOW contains no available information on study discontinuation beyond the 

treatment‑discontinuation figures already provided. 

Internal and external validity 

Randomized controlled clinical trials generally provide strong internal validity because 

randomization balances known and unknown confounders, outcomes are prospectively 

defined, and assessments follow a standardized protocol with ITT analysis. Both DG04 and 

RAINBOW are randomized controlled trials and therefore support causal inference. 

Blinding further reduces performance and assessment bias: RAINBOW’s double‑blind 

design offers an additional safeguard against such biases. DG04 is open‑label, which can 

introduce bias in subjective outcomes and management decisions; however, its 

randomized design, protocolized assessments, and use of objective endpoints help 

preserve internal validity. The external validity, including the applicability of the study 

populations to the Danish clinical setting, is discussed in section 6.1.3. 
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Presence of primary 
 

  

Present NR NR 63% 62% 

Not present NR NR 37% 38% 

Time to progressive 
disease on first-line 

  

  

<6 months 24.80% 24.60% 76% 76% 

≥6 months 75.20% 75.40% 24% 24% 

Disease measurability   

Measurable NR NR 81% 81% 

Non-measurable  NR NR 19% 19% 

Presence of ascites   

Yes NR NR 39% 32% 

No NR NR 61% 68% 

Peritoneal metastases   

Yes NR NR 49% 45% 

No NR NR 51% 55% 

Number of metastatic 
 

 
 

0-1 29.70% 30.20% NR NR 

1 NR NR NR NR 

1-2 NR NR NR NR 

0-2 NR NR 63% 69% 

2 NR NR NR NR 

≥2 70.30% 69.80% NR NR 

≥3 NR NR 37% 31% 

Previous gastrectomy % 
 

 

Partial gastrectomy 8.5% 5.6% 24% 18% 

Total gastrectomy 7.7% 7.7% 16% 19% 

Other  10.2% 10.9% <1% <1% 

Abbreviations are defined in the list of Abbreviations * For RAINBOW, Western corresponds to Region 1 
(Europe, Israel, Australia, and the USA). † In DESTINY-Gastric04, ECOG PS 0 or 1 in the ramucirumab + paclitaxel 

arm is 99.2% because 0.4% of patients had ECOG PS 2 and 0.4% had missing ECOG data. ‡ For RAINBOW, Not 
reported under histological subtype corresponds to the trial categories “unknown or not available”. ** For 
RAINBOW, ethnicity was defined based on “Ethnic origin” by self-report 

6.1.2.1.1 Prognostic factors  

Hand searches of published literature were conducted to identify prognostic factors in 

advanced or metastatic GC/GEJC that may or may not have been previously identified as 

treatment effect modifying factors. From these searches, five publications were identified 

and reviewed. These studies were a simulated treatment comparison assessing the 

comparative efficacy of nivolumab versus RWE datasets (50), an SLR and meta-analysis on 

the prognostic value of histological subtype (51), a retrospective cohort study of patients 

diagnosed with stage IV GC in Canada identifying factors predictive of survival (52), and 

two studies assessing differences in survival outcomes for patients of different ethnicities 

in the United States (53,54). 

The identified simulated treatment comparison reported by Chau et al. included 

prognostic factors identified from an SLR which identified 22 studies of interest (50).  The 

prognostic factors presented in the study were age, ECOG PS, prior gastrectomy, the 
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identified as a potential treatment effect modifier and was therefore not expected to 

impact the relative effect, acknowledging limited comparability due to reporting formats. 

6.1.2.1.2 Treatment effect modifiers  

Potential treatment effect modifiers were identified based on subgroup analyses from 

DG04 (33) and RAINBOW (10). Factors where the point estimate for the HR of one 

subgroup fell outside the CI of the complementary subgroup were considered as a 

potential treatment effect modifying factors. The relevant factors are presented in Table 

27.  

For each potential treatment effect modifier identified, the subgroup reported first 

corresponds to the group with the best response to the treatment for the outcome 

reported in the outcome column.   

HER2 status 

HER2 overexpression was identified as a potential treatment effect modifier for T-

DXd for OS only. Given its mechanism of action, HER2 status is not expected to modify the 

treatment effect of PTX. T-DXd was modelled independently in this analysis (see section 

9). Therefore, HER2 status was not considered to introduce bias to this assessment. 

 

Time to progressive disease on first-line therapy 

For time to progressive disease on first-line therapy, patients with ≥6 months on first-line 

treatment demonstrated better OS outcomes. In DG04, 75% of patients remained on first-

line therapy for six months or longer until PD, whereas in RAINBOW this proportion was 

24%. Given the direction of treatment effect modification, longer time on first-line 

treatment until progression being more favourable for RAM+PTX, this imbalance may yield 

an optimistic estimate for PTX (and SoC) when applying the observed HR from RAINBOW 

to the RAM+PTX data in DG04. If the percentage of patients with ≥6 months on first-line 

therapy in RAINBOW had been similar to DG04, the HR could plausibly be lower, further 

favouring RAM+PTX than observed. Consequently, the relative effect of RAM+PTX versus 

PTX may be underestimated when anchored to DG04 data, potentially leading to 

overestimation of PTX treatment outcomes. Given that DG04 was assessed to be largely 

reflective of Danish clinical practice in terms of patient characteristics, the analysis can be 

characterized as conservative. 

 

Primary tumour location 

A similar consideration applies to primary tumour location. This variable was identified as 

a treatment effect modifier in both studies, with patients having GEJC demonstrating 

improved relative outcomes (lower HR) compared to patients with GC. Because DG04 

includes a higher proportion of GEJ cases than RAINBOW, applying the RAINBOW HR to 

the RAM+PTX arm in DG04 may lead to underestimation of the relative effect of RAM+PTX 

versus PTX and, consequently, potentially overestimation of PTX treatment outcomes.  

 

Disease measurability 

Disease measurability, defined per Response Evaluation Criteria In Solid Tumours (RECIST) 

version 1.1, was identified as a treatment effect modifier in RAINBOW: patients with 
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Figure 2. KM curves for PFS – DG04 (11) 

 
Abbreviations are defined in the list of Abbreviations 
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Figure 3. KM curves for OS– DG04 (33) 

 

Abbreviations are defined in the list of Abbreviations 
Notes: At DCO (October 24, 2024), the median duration of OS follow-up was 16.8 months for T-DXd and 14.4 months for RAM+PTX. Boundary for superiority: 2-sided P < 0.0228. 
aTwo-sided P value from stratified log-rank test and stratified Cox proportional hazards model adjusted for stratification factor: HER2 status (IHC 3+ or IHC 2+/ISH+). 
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The confirmed ORR was 44.3% (95% CI 37.8–50.9) for T-DXd and 29.1% (95% CI 23.4–35.3) 

for RAM+PTX. The complete response (CR) rate was 3.0% with T-DXd compared to 1.3% 

with RAM+PTX (11). The disease control rate (DCR)—including CR, partial response (PR), 

and stable disease (SD)—was 91.9% for T-DXd and 75.9% for RAM+PTX. The duration of 

confirmed CR or PR was 7.4 months (95% CI 5.7–10.1) for T-DXd and 5.3 months (95% CI 

4.1–5.7) for RAM+PTX. The higher response and DCRs observed with T-DXd indicate 

greater tumour shrinkage and more upfront disease control, which is particularly relevant 

for symptom relief and may contribute to prolonged survival. The duration of response is 

presented in Figure 6 and Table 29 includes an overview of treatment response estimates 

observed in DG04.  
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Figure 6. KM curves for DoR by investigator assessment - DG04 (33) 

 
Abbreviations are defined in the list of Abbreviations 
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Figure 7. KM curves for PFS – RAINBOW (10) 

 
Abbreviations are defined in the list of Abbreviations 
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Figure 8. KM curves for OS – RAINBOW (10) 

 
Abbreviations are defined in the list of Abbreviations 
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No TTD data are available from RAINBOW; consequently, the RAINBOW PFS HR (PTX vs 

RAM+PTX) was applied to the DG04 RAM+PTX TTD data to estimate TTD for SoC.  

The confirmed ORR was 27.9% (95% CI 23.3–33.0) for RAM+PTX and 16.1% (95% CI 12.5–

20.6) for placebo+PTX (10). The CR rate was 0.6% with RAM+PTX compared to 0.3% 

with placebo+PTX. The DCR—including CR, PR, and SD —was 80.0% (95% CI 75–84) 

for RAM+PTX and 63.6% (95% CI 58–69) for placebo+PTX. The median duration of 

confirmed CR or PR was 4.4 months (interquartile range (IQR): 2.8–7.5) for RAM+PTX and 

2.8 months (IQR: 1.4–4.4) for placebo+PTX. 

7. Comparative analyses of efficacy  
The treatment for advanced HER2-positive GC/GEJC is individualized and depends on 

various factors, including toxicities from previous treatments, PS, and comorbidities. 

RAM+PTX, the comparator treatment in DG04, is neither reimbursed nor used in Denmark. 

Therefore, an ITC was required to estimate the efficacy, costs and QALY of the current SoC 

for patients with advanced HER2-positive GC/GEJC who have previously received a 

trastuzumab-based regimen in Denmark.  

7.1 Analysis Method 

An ITC was implemented by applying the HRs for RAM+PTX versus PTX from the RAINBOW 

study to the RAM+PTX arm in DG04 to derive PTX (i.e. SoC) outcomes; T-DXd was modelled 

independently (Figure 9). The approach resembles a Bucher analysis, using a single 

external source (RAINBOW) and a common anchor (RAM+PTX). The RAINBOW study was 

identified in the SLR (Appendix H). 

This simplified approach using RAINBOW data, anchored to the DG04 RAM+PTX arm, was 

judged to be most robust and straightforward for estimating the efficacy of SoC by 

focusing solely on the two relevant treatments (RAM+PTX and PTX), thereby avoiding 

additional variability that can arise from larger evidence networks. The full method 

description is included in Appendix D.  

An NMA can leverage broader direct and indirect evidence, potentially increase precision 

and enable comparative ranking across multiple options; however, it relies on stronger 

assumptions of homogeneity, transitivity, and consistency, and clinical applicability may 

be reduced if less relevant regimens or populations are included. In contrast, the simplified 

ITC applied here focuses on the most relevant anchor (RAM+PTX) and studies, limiting 

heterogeneity from unrelated regimens and minimizing global assumptions.  

The definition of outcomes was aligned across the two studies (see section 3.5.1). OS and 

PFS outcomes from DG04 and RAINBOW are presented in section 6.1.5 and section 6.1.6, 

respectively, and are therefore not repeated here. No formal definition of TTD was 

provided in RAINBOW, and no estimate was reported. For this analysis, it was assumed 

that the PFS HR reported in RAINBOW is representative of TTD as well. 
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Figure 13. OS – all parametric models explored for T-DXd 

 

Abbreviations are defined in the list of Abbreviations 
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Refer to Appendix E for more information on extrapolation of PFS, OS and TTD, and 

selected distributions explored in scenario analyses (refer to Table 87 in Appendix E and 

to Table 63).  

9.3 Extrapolation Using Transition Probabilities  

Health state occupancy and transitions between health states were derived 

from PFS and OS data from DG04 and RAINBOW, as detailed in Section 9.1.  
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Figure 21. Plot of change from baseline in utility values over time (EQ-5D-5L): Denmark - FAS (DCO date: 24 Oct 2024) (71) 

 
Abbreviations are defined in the list of Abbreviations 
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Figure 22. Plot of change from baseline in utility values over time (EQ-VAS): FAS (DCO date: 24 Oct 2024) (71) 

 
Abbreviations are defined in the list of Abbreviations
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11.3 Patient Costs 

Patient time and transportation costs for health care visits were included, specifically for 

IV administrations, CT scans, and consultation visits. The visit frequencies are presented in 

Table 59. Patient costs were assigned by treatment status (”on or off” second line 

therapy). TTD was used to define the proportion of patients on T-DXd or SoC treatment 

during each model cycle. Once treatment was discontinued, patients were classified as 

”off treatment”. Patient costs for subsequent therapies were not included. 

All outpatient visits were assumed to require one hour of patient time, i.e. 200 DKK per 

hour. Per visit, 90 minutes transportation time was assigned for a round-trip of 20 km, as 

recommended by the DMC. Thus, transportation costs include both patient time spent on 

travel (300 DKK) and the cost of transportation of 150 DKK per round-trip (59).  

For IV administrations, administration time was based on the infusion duration specified 

in the dosing guidance on pro.medicin.dk. Thus, the patient time per administration visit 

varies by treatment.  

For the comparator, SoC, the IV administration‑related patient time and transportation 

costs were derived by constructing separate administration ‘traces’ for PTX, DTX, and 

irinotecan, each incorporating their treatment‑specific infusion duration and 

administration frequency. The overall SoC estimate was then calculated as a weighted 

average of these three traces using the proportional regimen weights presented in Table 

50. 

Assumptions were applied consistently across cycles to estimate total costs.   
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Figure 23. Tornado diagram with 10 most sensitive parameters 

 

 

 

 

 
Abbreviations are defined in the list of Abbreviations 
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Sensitivity analyses (Table 63) were conducted to assess the impact of key model 

parameters and assumptions on the estimated cost-effectiveness of T-DXd.  

The sensitivity analysis reveals that the ICER varies across different assumptions, ranging 

from DKK 670,595 to DKK 867,992. Most sensitivity analysis result in an ICER close to the 

base case ICER of DKK 752,273, suggesting robustness. An RDI of 80% for T-DXd yields the 

lowest ICER (DKK 469,574). As noted in the results, drug acquisition costs for T‑DXd are a 

key cost driver. Consequently, changes in the RDI materially affect outcomes. Because RDI 

in clinical practice is expected to be lower than observed in DG04, this analysis is highly 

relevant. Under a lower real‑world RDI, both the ICER and the budget impact linked to T-

DXd are likely lower than the base‑case estimates, reflecting reduced drug consumption 

while addressing a high unmet need.  
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12.2.2 Probabilistic Sensitivity Analyses (PSA)  

A probabilistic sensitivity analysis (PSA) was also conducted to account for the joint 

uncertainty associated with parameter estimates. The distribution for each parameter 

variation was selected based on reliability and recommendations from Briggs et al (80). 

Standard errors and 95% CIs were considered when available. When these values were 

not reported, the standard error was estimated as 10% of the mean value.  

A PSA using 1,000 iterations was run for T-DXd versus SoC. The cost-effectiveness plane 

for the T-DXd and SoC are presented in Figure 24, and the cost-effectiveness acceptability 

curve (CEAC) is presented in Figure 25. A convergence plot is presented in Figure 26. All 

PSA runs predict a higher cost and QALYs for T-DXd compared to SoC. 

Figure 24. Cost-effectiveness plane (scatterplot)  

 

 

Figure 25. Cost-effectiveness acceptability curve 
 

 
Abbreviations are defined in the list of Abbreviations 
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Figure 26. Convergence plot 

 

Abbreviations are defined in the list of Abbreviations 
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Appendix A. Study Characteristics 
CONSORT diagrams showing the flow of participants through the DG04 and RAINBOW trials are 

provided in Figure 1 and Figure 2. 

 

Figure 1: CONSORT diagram from the DG04 study  

 

Figure 2 CONSORT diagram from the RAINBOW study 
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B.1.2 Subgroup analyses 

Table 79. Forest plot for subgroup univariate analyses of progression-free survival – DG04 (33)  

 
Abbreviations are defined in the list of Abbreviations 
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Table 80. Forest plot for subgroup univariate analyses of overall survival – DG04 (33) 

 
Abbreviations are defined in the list of Abbreviations 
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Table 81. Forest plot for subgroup univariate analyses of progression-free survival - RAINBOW 

(10) 

 
Abbreviations are defined in the list of Abbreviations 
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Table 82. Forest plot for subgroup univariate analyses of overall survival - RAINBOW (10) 
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Irinotecan 16 (6.5) 16 (6.5) 

Irinotecan hydrochloride 2 (0.8) 7 (2.8) 

Irinotecan hydrochloride trihydrate 1 (0.4) 0 

Irinotecan hydrochloride trihydrate liposomal 1 (0.4) 0 

Levofolinic acid 1 (0.4) 0 

Levonorgestrel 0 1 (0.4) 

Marsdenia tenacissima stem 0 1 (0.4) 

Nivolumab 14 (5.7) 14 (5.6) 

Oxaliplatin 10 (4.1) 1 (0.4) 

Oxyfedrine hydrochloride 0 1 (0.4) 

Paclitaxel 63 (25.6) 8 (3.2) 

Paclitaxel nanoparticle albumin-bound 13 (5.3) 0 

Paclitaxel; Ramucirumab 13 (5.3) 3 (1.2) 

Pembrolizumab 2 (0.8) 2 (0.8) 

Pyrotinib maleate 1 (0.4) 1 (0.4) 

Ramucirumab 43 (17.5) 8 (3.2) 

Regorafenib 0 1 (0.4) 

Rivoceranib 1 (0.4) 1 (0.4) 

Rivoceranib mesylate 1 (0.4) 2 (0.8) 

Runimotamab 0 1 (0.4) 

Serplulimab 0 1 (0.4) 

Sintilimab 5 (2.0) 2 (0.8) 

Sulfasalazine 0 1 (0.4) 

Tegafur 0 1 (0.4) 

Tipiracil 1 (0.4) 0 

Tipiracil hydrochloride; trifluridine 11 (4.5) 11 (4.4) 

Tipiracil; trifluridine 2 (0.8) 1 (0.4) 

Tislelizumab 0 1 (0.4) 

Toripalimab 0 1 (0.4) 

Trastuzumab 12 (4.9) 8 (3.2) 

Trastuzumab deruxtecan 2 (1.2) 52 (21.0) 

Trastuzumab mafodotin 0 1 (0.4) 

Trifluridine 2 (0.8) 2 (0.8) 

Tumor necrosis factor nos 1 (0.4) 0 

Zimberelimab 0 1 (0.4) 
Abbreviations are defined in the list of Abbreviations 

Notes: 51.2% (T‑DXd) and 47.6% (RAM+PTX) are unconditional proportions of all randomized patients who 
received any subsequent systemic therapy 

RAINBOW 

In the full RAINBOW study population, 158 patients (48%) in the RAM+PTX group and 154 

patients (46%) in the PTX + placebo group received subsequent anticancer treatment 

(post-discontinuation systemic antineoplastic therapy), refer to Table 84.  
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Table 84. Post-discontinuation systemic antineoplastic therapy (RAINBOW) 

 
Source: Wilke et al, supplementary appendix  
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assumptions on the model. Model convergence was verified through visual inspection of 

Brooks–Gelman–Rubin diagnostics. 

Study‑reported HRs and CIs were transformed to their logarithmic equivalents, while 

studies without reported HRs were reconstructed using pseudo-individual patient data 

derived from digitized KM curves. The PH assumption was formally assessed across studies 

using visual inspection of KM curves and log‑log plots, supplemented by Schoenfeld 

residual testing. In general, while statistical analysis suggested that the PH assumption was 

not maintained across all studies, such as in RAINBOW, Roy et al. (2013) (37) with respect 

to PFS, and WJOG 4007, there were also no major deviations from proportionality assessed 

via visual inspection. PH assumptions were typically plausible over the course of the study 

periods. 

Assessment of heterogeneity and inconsistency was performed using multiple 

approaches. Differences in study populations and potential treatment-effect modifiers 

were evaluated during a feasibility assessment, confirming that the included studies could 

be regarded as sufficiently comparable for indirect comparison. Direct comparisons 

available in more than one study were also pooled separately, and Cochran’s Q tests 

showed no significant heterogeneity, further supporting consistency across studies. Owing 

to the sparse nature of the network, with many treatment contrasts informed by only a 

single study, fixed-effect models provided better fit than random-effects models according 

to the Deviance Information Criterion (DIC). 

The final NMA generated posterior distributions for all relative treatment effects, 

summarized as median HRs with 95% credible intervals. As this analysis was constructed 

around the crossover-adjusted DG04 OS estimate, all conclusions regarding comparative 

OS reflect treatment effects corrected for crossover, ensuring that the base case results 

represent unbiased estimates of the true OS benefit associated with T-DXd. 

The analysis networks are presented in Figure 28 and Figure 29, respectively. 

Figure 28. OS analysis network (69) 

 

Abbreviations are defined in the list of Abbreviations 
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Figure 29. PFS analysis network (69) 

 
Abbreviations are defined in the list of Abbreviations 

 

The table below summarizes the NMA results for the relevant treatments for this 

assessment. 
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Appendix E. Extrapolation of 

Patient Transitions 

E.1 Parametric Extrapolation Models  

Parametric models were fitted to extrapolate the survival data from the DG04 study to 

inform the cost-effectiveness model. The following parametric curves were fitted:  

• Exponential 

• Weibull 

• Gompertz 

• Loglogistic 

• Lognormal 

• Generalised gamma 

• Gamma 

 

T-DXd and SoC were modelled independently. Model selection followed largely the NICE 

DSU Technical Support Document 14 algorithm (82). The PH assumption was assessed for 

T-DXd vs RAM+PTX as well as RAM+PTX vs PTX where data were available. For RAM+PTX 

vs PTX (OS); a hazard adjustment was implemented to accommodate potential non-

proportional hazards for RAM+PTX vs PTX. Specifically, the PH assumption was relaxed by 

allowing the treatment effect to vary over time. Diagnostic plots were included for 

completeness for all treatments (this appendix).  

For T-DXd, candidate parametric survival functions were evaluated using statistical 

goodness-of-fit metrics (AIC and BIC), visual fit to observed data, and assessment of clinical 

plausibility.  

For SoC, clinical plausibility based on clinician input and external evidence (clinical expert 

input and Danish RW data) predominated in model selection, as statistical and visual fit 

were considered less informative given the indirect evidence structure. Median OS under 

current SoC is approximately 6–8 months; 1-year survival ~30–40%; 5-year survival is very 

low. Long-term survivors exist but are rare, highlighting a high unmet need. Table 87 

summarizes the selected base‑case and scenario extrapolation models. The following 

section details the rationale for these selections. 

As OS and PFS were analysed independently, the cost-effectiveness model enforced a 

restriction ensuring that PFS never exceeded OS at any time point to prevent 

inconsistencies. Consistent with the survival ordering constraints, an additional restriction 

was applied to ensure that TTD never exceeded PFS. 
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E.1.1.2  Internal validity 

E.1.1.2.1 Assessment of Statistical and Visual Fit (AIC and BIC) 

Given the high level of data maturity for PFS in DG04 (11), the model selection for 

extrapolating PFS for T-DXd was firstly guided by the statistical fit. 





 

Page 148 of  250 
 

Figure 38. Fitted parametric survival models for T-DXd - PFS 

 
Abbreviations are defined in the list of Abbreviations 

Figure 39. Fitted parametric survival models for SoC - PFS 

 

Abbreviations are defined in the list of Abbreviations 

 

For T-DXd, the loglogistic, lognormal and generalized gamma models produce nearly 

identical trajectories across the observed data (Figure 38). All distributions closely match 

the observed data up to month 20 but then approach zero on the y-axis rather than 

capturing the plateau seen in the study results. Given the censoring towards the end of 

follow-up, this extrapolation may be clinically plausible.  

For SoC the three models also produce almost identical PFS estimates (Figure 41).  



 

Page 149 of  250 
 

Figure 40. PFS extrapolations according to best statistical fit - T-DXd 

 
Abbreviations are defined in the list of Abbreviations 

Figure 41. PFS extrapolations according to best statistical fit – SoC 

 
Abbreviations are defined in the list of Abbreviations 

E.1.1.2.2 Assessment of Smoothed Hazard Functions 

Figure 42 presents the PFS hazard rates for T-DXd and RAM+PTX, derived from the DG04 

study data.  For T-DXd, the hazard for PFS declines over time after an early peak, while the 

RAM+PTX hazard runs parallel above T-DXd, rising to a peak but then being truncated due 

to too few patients at risk. A similar pattern is observed in RAINBOW, where hazards rise 

in parallel followed by a plateau (Figure 43). For both studies, there is a clear separation 

of the hazards during the study follow-up. 
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Given limited follow-up in RAINBOW and DG04 and the absence of suitable external data 

to inform late tails, T-DXd, RAM+PTX, and SoC were assumed to share the same hazard 

shape for PFS. Accordingly, SoC PFS was derived by applying the HR to the DG04 RAM+PTX 

comparator arm and using the same parametric distribution as selected for T-DXd. The 

respective models (loglogistic, lognormal, generalized gamma) were assessed for T-DXd 

and SoC. Similarly, as for T-DXd, all three models result in similar PFS estimates (Figure 40). 

 

Figure 44 illustrates the modelled hazard functions for the generalized gamma, lognormal 

and loglogistic distributions. Only the generalized gamma model captures the expected 

separation of hazards between T-DXd and SoC, as supported by the clinical study data. In 

contrast, the loglogistic and lognormal models predict that hazards merge over time, 
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which does not align with observed clinical outcomes in RAINBOW or DG04. Therefore, 

the generalized gamma model was considered the most appropriate option for both 

treatments (T-DXd and SoC). 

Figure 44. Parametric hazard of death for PFS - T-DXd and SoC 

a. Generalized gamma 

 

b. Loglogistic 

 

c. Lognormal 
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RAINBOW – PTX 

In complementary analyses from RAINBOW (RAM+PTX versus PTX), Schoenfeld residuals 

showed a statistically significant time trend (p=0.001), rejecting the null hypothesis of PH, 

whereas visually, KM curves cross early and again from ~18 months; the log–log plot is 

approximately parallel between months 2–12, with convergence/crossing thereafter 

(refer to Figure 50 and Figure 51). Accordingly, PH does not hold overall.  







 

Page 159 of  250 
 

 

The models demonstrating the best statistical fit were compared against the observed OS 

data from DG04 (Figure 54). The lognormal and loglogistic models follow similar 

trajectories over time, with a slight divergence from approximately 18 to 50 months. Both 

models predict a non-zero tail, implying a proportion of patients surviving at the end of 

the time horizon. The generalized gamma model tracks these two up to roughly 30 months 

and then diverges, providing more pessimistic estimates and projecting that nearly all 

patients have died by around 8 years (96 months). The gamma model shows the steepest 

decline, with survival dropping noticeably from about 18 months and very limited survival 

beyond 6 years (72 months).  

For SoC the three models also produce almost identical OS estimates (Figure 55).  

Figure 54. OS extrapolations according to best statistical fit – T-DXd 

 
Abbreviations are defined in the list of Abbreviations 
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To support the visual fit and clinical validity of the model selection for T-DXd, the 

smoothed hazard function was plotted for T-DXd based on the DG02 study (Figure 58). 

DG02 is an open-label, single-arm, multicentre phase II study conducted in the USA and 

Europe to evaluate the efficacy and safety of T-DXd in patients with HER2-positive 

advanced GC/GEJC who experienced disease progression on or after a trastuzumab-

containing regimen (86) (see Table 67). Despite differences between DG02 and DG04, the 

smoothed hazard of death observed in DG02 reflects both the mechanism of action of T-
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DXd and the natural course of the disease, thus supporting its use in model selection for 

T-DXd. Similarly to the OS hazard observed for T-DXd in the DG04 study (Figure 56), the 

hazard in DG02 initially increased and then decreased, supporting the choice of an AFT 

model. 

 

Clinical experts were consulted on disease course and prognostic factors, following the 

NICE DSU Technical Support Document 26 hazard checklist (87). Factors reported to 

increase the hazard of death included aggressive tumour biology, rapid progression, poor 

PS and frailty, comorbidities, and poor treatment response, tolerance or toxicities. Factors 

that may reduce the hazard include access to active treatments at progression, lower 

tumour burden and slow-growing disease, good PS, well-controlled comorbidities, and 

good tolerability and response to treatment, including longer duration of response (2, 3). 

Response to treatment appears to be a predictor of survival, consistent with published 

analyses (e.g., Roviello et al. (88)).  

The risk of death is expected to stabilize or even decline over time among patients with 

good treatment response and other favourable factors such as low volume or slow growing 

disease and good tolerability. Conversely, if treatment response is poor, the risk of death is 

expected to increase over time. 

This is reflected in real-world data. Figure 59 presents 5-year relative survival for 

oesophageal and GC conditional on having already survived an additional 1–10 years 

post-diagnosis in Norway (i.e., survival measured from 0 years to 5 years, then from 1 to 6 

years, 2 to 7 years, … up to 10 to 15 years). The conditional 5-year relative survival increases 

with each additional year survived from diagnosis, indicating that as patients remain alive 

longer, reflecting effective treatment response and disease control, their risk of death 

declines. This observation is believed to be applicable to the Danish setting as well, despite 

the data originating from Norway. 
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Figure 59. Relative survival and conditional 5-year relative survival by sex (89) 

a) Oesophageal cancer 

 

b) Gastric cancer 

 

Abbreviations are defined in the list of Abbreviations 

Source: Kolstad et al  (89) 
 

With current SoC for metastatic disease, treatment responses are variable; sustained 

responses, however, are uncommon according to clinical experts. For example, in 

RAINBOW, patients receiving PTX achieved an ORR of about 16% (primarily PRs; less than 

1% CRs, see section 6.1.6), notably lower than the intervention arm (ORR RAM+PTX: 

27.9%), which appears to be reflected in survival outcomes. 
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In the DG04 study, a greater percentage of patients showed a response and tumour 

shrinkage in the T-DXd group compared to RAM+PTX (ORR: 44.3% vs. 29.1%, see section 

6.1.5). Unlike current Danish SoC, T-DXd targets specifically HER2 on tumour cells. The 

ToGA study (90) and DG04 supported that HER2 expression serves as a treatment effect 

modifier for HER2-directed therapies, resulting in improved treatment outcomes for 

patients with HER2-positive metastatic GC, contributing to the maintained treatment 

benefit of T-DXd also beyond treatment termination. Additionally, T-DXd enables patients 

to receive additional lines of therapy following disease progression, which was mentioned 

as an additional factor potentially resulting in a decreased risk of dying and long-term 

survival.  

The sustained benefit and potential for additional treatment lines likely results in improved 

OS and consequently a decreasing risk of dying compared to non-targeted therapies, as 

evidenced in DG04 and as seen in other studies (91, 92). The generalized gamma, 

loglogistic and lognormal models reflect that trend (Figure 60). 

In routine practice, T-DXd is expected to exhibit a hazard shape similar to DG04 and DG02, 

indicating a decreasing risk of death over time as patients attain sustained treatment 

responses. This pattern has been validated by Danish clinical experts (2, 3). For SoC, the 

hazard of death is anticipated to increase over time, mirroring current clinical practices and 

highlighting the unmet needs within this patient population. Although a small subset of 

patients may experience longer survival, the majority tend to succumb within the initial 

years following second-line treatment. This trend may be represented by a plateauing 

hazard rather than a continuous increase, indicating that the risk of death stabilizes after a 

certain period rather than escalating steadily over time. The gamma model provides a 

clinically plausible fit, with a steep initial increase followed by flattening aligning with the 

OS hazard pattern in RAINBOW (Figure 61). The generalized gamma and Weibull models 

may also fit but are more pessimistic predicting a more steeply increasing hazard over time. 

Relevant parametric hazards were plotted for T-DXd and SoC (PTX) (Figure 60 and Figure 

61). 
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Figure 60. Parametric hazard rates for OS – T-DXd 

a) Generalized gamma 

 

b) Loglogistic 

 

c) Lognormal 
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Abbreviations are defined in the list of Abbreviations 
Source: DG04 data on file 

 

Figure 61. Parametric hazard of death for OS – SoC 

a) Generalized gamma 

 

b) Weibull 
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c) Gamma 

 

Abbreviations are defined in the list of Abbreviations 

E.1.2.3  External Validity 

External data and clinician estimates were used to validate long term projections. Experts 

indicated that with current SoC, 1-year survival is approximately 30–40%, and with a 

median OS between 6 and 8 months. 5-year survival is low, and while long term survivors 

exist, they are exceptions, underscoring high unmet need (2, 3).  
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E.1.3.2.1 Assessment of Smoothed Hazard Functions 

Examination of the observed and smoothed hazards for TTD indicates that the hazard for 

T-DXd rises initially and then declines (Figure 71). Consistent with the pattern observed for 

PFS (refer to Appendix E.1.1), there is a separation of both hazard functions, although less 

pronounced. Figure 72 shows the parametric hazard functions for T-DXd and SoC. Both 

the loglogistic and lognormal models indicate very small differences between the hazards 

for the two treatments. This may overestimate TTD for SoC given the expected PFS (see 

Table 91). Therefore, the generalized gamma model was selected as the base case, 

reflecting the observed hazard trend, providing plausible TTD estimates for T-DXd (Table 

99), and maintaining the anticipated alignment between PFS and TTD. 
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b) Loglogistic 

 
 

c) Lognormal 

 

Abbreviations are defined in the list of Abbreviations 





 

Page 180 of  250 
 

21 

24 

27 

30 

60 

72 
Abbreviations are defined in

E.2 Transition Probabilities 

E.2.1 Internal Validity  

N/A 

E.2.2 External Validity 

N/A  

E.2.3 Other Assumptions 

N/A  
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Appendix H. Literature Searches 

for the Clinical Assessment  

H.1 Effect and Safety for Intervention and Comparators  

AstraZeneca and Daiichi Sankyo entered into a global development and commercialization 

collaboration agreement and are investigating the use of T-DXd in patients with HER2- 

positive metastatic and/or unresectable GC/GEJC. Global SLRs were initially conducted by 

AstraZeneca and Daiichi Sankyo (2020) in order to gather comprehensive clinical 

information (efficacy, safety, discontinuation and tolerability) and non-clinical information 

about T-DXd and SoC therapies for the management of patients with GC/GEJC being 

treated with second or later line treatment.  

Following initial SLR searches, updates followed 2021, 2022 and two additional updates in 

January and November 2025.  

The following outcomes of interest were considered:  

• Efficacy and safety (restricted to randomized trials) 

• Economic evaluations 

• Health state utility values 

• Healthcare cost / resource use  

 

Review questions: Clinical 

1. What is the efficacy and safety of treatments for second-line locally advanced or 

metastatic GC/GEJC? 

2. Which studies failed to meet their primary endpoints while investigating therapies 

being used for the treatment of individuals with locally advanced or metastatic 

GC/GEJC in the second-line setting? 

 

Below a brief description of the SLR is given. Further details are available in the full SLR 

report: “Enhertu GC+GEJ 2L+ SLR report_200326” (93). 

Search methods 

Systematic research was conducted utilizing a combination of electronic databases and 

grey literature to identify records with relevant clinical, cost-effectiveness, cost and 

resource use, and HSUV evidence for the management and/or treatment of locally 

advanced or metastatic GC/GEJC, in the second-line and later setting. 

 

The following electronic databases via Ovid were interrogated up to 26th November 2025 

(latest search) (Table 111):  
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• Porfimer 
• RAM 
• Regorafenib 
• Rivoceranib 
• TAS-118 (S-1 plus 

leucovorin) 
• Tegafur 
• Tipiracil Plus 

Trifluridine 
• Trastuzumab 

including other 
variants i.e., 
Herzuma, Kanjinti, 
Trazimera, 
Ontruzant, Ogivri 

• Trastuzumab 
deruxtecan 

• TS-1 (Tegafur with 
Gimeracil plus 
Oteracil Potassium) 

• Uft (Tegafur with 
Uracil) 

Outcomes Studies reporting at least 

one outcome of interest on 

clinical evidence including: 

• OS 

• PFS 

• Recurrence-free 

survival 

• Disease-free 

survival 

• Mortality, all-

cause/cancer-

related 

• Life expectancy 

• Relative 

survival/mortality 

• Objective response 

rate 

• Duration of 

response/time to 

response 

• Adverse events 

(Grade > 3) 

• Time to 

discontinuation 

• HRQoL 

Studies not reporting 

any of the outcomes of 

interest 

No change 

Study design • RCTsb, pragmatic 

clinical trialsc 

• SLRs and meta-

analyses 

• Observational 

studies 

• Animal/in vitro 

studies 

• Case studies and 

case reports 

No change 
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Abbreviations are defined in the list of Abbreviations in the full SLR 
Notes: aData regarding stratification/differentiation between Asian and non-Asian populations was noted at 

full-text review and highlighted in the results section of the report. 
bSingle-arm studies were included during title and abstract screening but deprioritised for full-text screening 
and data extraction due to RCTs being the gold standard for clinical evidence 
cSchwartz and Lellouch proposed a distinction between explanatory studies, which confirm a physiological or 
clinical hypothesis, and pragmatic studies, which inform a clinical or policy decision by providing evidence for 
adoption of the intervention into real-world clinical 

practice.(https://www.nejm.org/doi/pdf/10.1056/NEJMra1510059?articleTools=true). 

dData was not extracted from SLR articles; however, the reference lists were cross-checked for any relevant 
sources. 

 

November 2025 SLR update identification of studies 

Electronic searches of the databases were conducted on 26th November 2025. The 

electronic database search identified 1,589 publications. After removal of duplicates, 

1,389 records were screened by title and abstract. Of these, 68 records were selected for 

full-text review, resulting in 10 relevant publications. Supplementary searches identified 

an additional publication, resulting in a total of 11 publications within the 2L+ scope. Five 

of these reported trials already included in the review, while the remaining 6 publications 

reported data from 6 new trials. Following this update, the review comprised a total of 

254 publications representing 102 trials.   

 

Of the 11 publications included for the 2L+ scope, 3 specifically reported data for a 2L-only 

population. This consisted of 2 publications from 2 newly identified trials and 1 publication 

from a study already included in the review. Altogether, the number of relevant 

publications within the 2L-only scope increased to 136 studies reporting on 52 trials (refer 

to full SLR report; Appendix G.1 showing the study flow diagram for this update). 

 

The process of study selection is documented in the Preferred Reporting Items for 

Systematic Reviews and Meta-Analyses (PRISMA) flow diagram provided in Figure 73. 

Further information is provided in the full SLR report: “Enhertu GC+GEJ 2L+ SLR 

report_200326” (93).  

Publication type All searches:  

• All primary 

publications 

• SLRsd 

• Non-SLRs 

• Editorials 

• Notes 

• Letters  

No change 

Language 

restrictions 

English language publication  N/A No change 

Geographical 

restrictions 

No restrictions N/A No change 

Other 

restrictions 

Temporal: 

2020: No restrictions 

2021: 2020 to 9 September 

2021 

January 2025: September 

2021 to 27 January 2025 

 

November 2025: January 

2025 to 26 November 2025 

N/A No change 
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Studies and references included in the assessment is briefly shown in Table 114. Excluded 

studies and references can be found in the full SLR report: “Enhertu GC+GEJ 2L+ SLR 

report_200326” (93).  It should be noted that some studies included in the NMA (TRICS 

(41), WJOG 4007 (36), RAMIRIS (81), Sym et al (43), and KCSG ST10-01 (42)) are not listed 

in the updated 2025 SLR. These studies were identified during the original 2020 SLR but 

were not extracted due to failure to meet predefined eligibility criteria, specifically, not 

meeting the primary endpoint. As these studies were not extracted, they were not 

retained in subsequent SLR updates, which only carried forward studies meeting the 

extraction criteria.  

For the NMA, a broader evidence base was required to preserve network connectivity and 

avoid selective exclusion of trials providing relevant OS or PFS data in the second‑line 

setting. Therefore, these earlier identified but non‑extracted studies were re‑introduced 

for the purposes of the ITC, despite not being included in the final updated SLR extraction 

set.
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Figure 73. PRISMA flow diagram of study retrieval and selection (November 2025 SLR update, second-line only): clinical evidence 
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• Lentinan 
• Leucovorin 
• Levoleucovorin 
• Margetuximab 
• Methotrexate 
• Mitomycin 
• Nimustine 
• Nivolumab 
• OK-432 
• Oxaliplatin 
• PTX 
• Pembrolizumab 
• Picibanil 
• Pirarubicin 
• Porfimer 
• RAM 
• Regorafenib 
• Rivoceranib 
• TAS-118 (S-1 plus 

leucovorin) 
• Tegafur 
• Tipiracil Plus 

Trifluridine 
• Trastuzumab 

including other 
variants i.e., 
Herzuma, Kanjinti, 
Trazimera, 
Ontruzant, Ogivri 

• Trastuzumab 
deruxtecan 

• TS-1 (Tegafur with 
Gimeracil plus 
Oteracil Potassium) 

• Uft (Tegafur with 
Uracil) 

 

 

Outcomes Studies reporting at least 

one outcome of interest on 

non-clinical evidence 

including economic, utility 

and cost/resource use 

evidence: 

• Economic 

evaluations 

• Quality-adjusted 

life-years gained 

• Progression-free 

life-years gained 

• Life-years gained 

• Health state 

utilities 

• HRQoL 

• Mapping 

algorithms  

• Treatment cost, 

including 

Studies not reporting 

any of the outcomes of 

interest 

No change 
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Abbreviations are defined in the list of Abbreviations in the full SLR 

Notes: aData regarding stratification/differentiation between Asian and non-Asian populations was noted at 
full-text review and reported.bcData was not extracted from SLR articles; however, the reference lists were 
cross-checked for any relevant sources. 

 

In the full SLR report: “Enhertu GC+GEJ 2L+ SLR report_200326” (93), Appendix B 

(Appendix B.2.4. for November 2025 update – non-clinical) presents the full search 

strategies used for each electronic database 

November 2025 SLR update identification of studies 

Electronic searches of the databases were conducted on 26th November 2025. The 

electronic database search identified 413 publications. After removal of duplicates, 326 

healthcare 

resource use, cost 

of care, cost of 

illness 

Study design • Any • Observational 

studies 

• Animal/in vitro 

studies 

• Case studies and 

case reports 

No change 

Publication type All searches:  

• All primary 

publications and 

SLRsd 

• Non-SLRs 

• Editorials 

• Notes 

• Letters  

No change 

Language 

restrictions 

English language publication  N/A No change 

Geographical 

restrictions 

No restrictions N/A No change 

Other 

restrictions 

Temporal: 

Cost/resource use evidence 

2020: 2010 to 12 May 2020 

2021: 2020 to 9 September 

2021 

January 2025: September 

2021 to 27 January 2025 

November 2025: January 

2025 to 26 November 2025 

Utility/economic evidence 

2020: No restrictions 

2021: 2020 to 9 September 

2021 

January 2025: September 

2021 to 27 January 2025 

 

November 2025: January 

2025 to 26 November 2025 

N/A No change 
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records were screened by title and abstract. Of these, 21 records were selected for full-

text review, resulting in one relevant study within the 2L+ scope. Following this update, 

the review comprised a total of 58 publications representing 58 individual studies.   

 

The newly included publication did not report data for a 2L-only population. Therefore, 

the number of relevant publications within the 2L-only scope remained as 28 studies (full 

SLR; Appendix G.2 presents the study flow diagram for this update). 

 

The process of study selection is documented in the PRISMA flow diagram provided in 

Figure 74. Further information is provided in the full SLR report: “Enhertu GC+GEJ 2L+ SLR 

report_200326” (93). 

Studies and references included in the assessment is briefly shown in Table 117. Excluded 

studies and references can be found in the full SLR report: “Enhertu GC+GEJ 2L+ SLR 

report_200326” (93).
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Figure 74. PRISMA flow diagram of study retrieval and selection (November 2025 SLR update, second-line only): non-clinical evidence 

 
Abbreviations are defined in the list of Abbreviations in the full SLR 
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Abbreviations are defined in the list of Abbreviations  

 

 

Dosing – DTX EMA. Summary of Product Characteristics: Docetaxel Accord from: 

https://www.ema.europa.eu/en/medicines/human/EPAR/docetaxel-

accord (38)  

 

Medicin.dk. Docetaxel “Accord” from: Docetaxel “Accord” – 

information til sundhedsfaglige – Medicin.dk) (55) 

Dosing – PTX 
EMA. Summary of Product Characteristics: Paclitaxel from: Pazenir | 
European Medicines Agency (EMA) (56)   

Medicin.dk. Paclitaxel “Accord” from:  Paclitaxel "Accord" - 

information til sundhedsfaglige - Medicin.dk)  (57) 

Dosing – Irinotecan  Medicin.dk. Irinotecan “Accord” from: Irinotecan "Accord" - 

information til sundhedsfaglige - Medicin.dk)  (39)  

Disease management 

costs; administration 

costs; adverse event 

management costs (unit 

costs) 

Sundhedsdatastyrelsen; Danish Diagnosis-Related Group tariffs 2026 

via InteraktivDRG. Available from:  

https://casemix360.solutions.iqvia.com/InteractiveProd (58) 

Patient time and 

transportation costs 

(unit costs) 

Danish Medicines Council (Medicinrådet). Costs calculations - 

Guideline, version 1.0. 2026. Available from:  

https://medicinraadet.dk/ansogning/ansogningsskema (59) 

Medicine costs (unit 

costs 

Lægemiddelstyrelsen. Medicinpriser.dk – officielle danske 

medicinpriser. Available from: https://medicinpriser.dk/ (60)  
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Appendix N. Crossover Analysis 
The full crossover report has been attached: “Enhertu GC+GEJ 2L+ Crossover 

report_20012026” (9). The RPSFTM is presented below as the chosen approach for 

crossover adjustment. 

N.1 Methods  
To account for patients randomized to RAM+ PTX who switched (e.g., after progression) 

to an ADC, T-DXd or Disitamab Vedotin (RC48), a RPSFTM was fitted (45), consistent with 

NICE DSU TSD 24 guidance (45) for situations where patients switch between control and 

experimental treatment. Time spent on either treatment was incorporated, and the 

common treatment effect was applied, meaning patients received the same treatment 

effect regardless of when the experimental therapy. By estimating the acceleration factor 

and accounting for it, counterfactual survival stimes were derived that reflect survival 

expected had patients not switched. The acceleration factor can be interpreted as the 

additional survival time achieved on T-DXd (or RC48); correctly estimating this factor and 

reducing the additional survival benefit generates an accurate counterfactual survival time 

that would have been observed had patients not received T-DXd after progression on 

RAM+PTX. The RPSFTM therefore assumes a common treatment effect, meaning that the 

treatment effect of T-DXd was the same among those who switched from RAM+PTX and 

those initially randomized to T-DXd. 

The RPSFTM can be applied on an ‘on treatment’ or a ‘treatment group’ basis. The ‘on 

treatment approach only considers time spent receiving the experimental treatment as 

time spent on treatment. The ‘treatment group’ approach considers all time after initiating 

the experimental treatment as time spent on treatment. The ‘treatment group’ approach 

may be useful when a treatment effect beyond treatment discontinuation is expected or 

when the control treatment is an active therapy (45).  

Both re-censoring and not re-censoring approaches are prone to bias, often in opposing 

directions (45). Re-censoring yields valid estimates of treatment effects up to the 

maximum re-censored follow-up time but results in loss of information, which increases 

with larger treatment effect. When extrapolating survival beyond the study period, this 

loss can impair extrapolation and bias long-term effect estimates. Presenting outcomes 

from both methods (with / without re-censoring) provides a range in which the true effect 

is likely to lie (45). Simulation work has shown that adjustment without re-censoring can 

yield less bias when the switching proportion is low, and the treatment effect is high (94). 

Given these considerations, the base case OS was adjusted for crossover without re-

censoring. OS adjustment with re-censoring was explored in scenario analysis (refer to 

Table 63). 
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Rank Preserving Structural Failure Time Model (RPSFTM) adjustment  

The RPSFMT model can be formulated as follows. Let 𝑇 be the observed event time and 𝑈 

the counterfactual event time that would have been observed if crossover had not 

occurred. Under an AFT model: 𝑈(ψ)=𝑇E+𝑇E 𝑒𝑥𝑝(ψ) 

where 𝑇E is the observed time on experimental therapy and 𝑇C = 𝑇− 𝑇E. 

The treatment-group (“ever treated”) approach was applied, whereby all person-time 

after initiation of T-DXd or RC48 was treated as on-treatment, reflecting the expectation 

of a treatment effect persistence beyond discontinuation and acknowledging RAM+PTX as 

an active control. 

The treatment parameter ψ was estimated via g-estimation using the log-rank test. If no 

or multiple roots were identified, the search interval was modified, and alternative g-

estimation methods were considered. Because censoring can become informative on the 

counterfactual time scale, counterfactual event times (U) were re-censored using the 

minimum censoring time that could have been observed across possible treatment paths, 

recognizing the associated loss of long-term information. Consistent with NICE DSU TSD 

24 (45), RPSFTM results were presented both with and without re-censoring. In simulation 

work, Latimer et al. (94), RPSFTM implemented without re-censoring generally produced 

the least bias when the switching proportion was low and the treatment effect was high, 

although re-censoring can mitigate informative censoring at the cost of reduced long-term 

information.  

As previously describe, the RPSFTM assumes a common treatment effect. In line with NICE 

DSU TSD 24, sensitivity analyses will relax this assumption by scaling the treatment effect 

among switchers to a fraction of that among initially treated patients, implemented by 

multiplying ψ by k (in this case k= 0.5, 0.6, 0.7, 0.8, 0.9): U(ψ) = 𝑇C + 𝑇E exp (k ψ). 

Non‑parametric bootstrapping was conducted to quantify uncertainty in the crossover 

analysis, following the procedure described by Berrar (95), and 95% CIs were estimated 

for the crossover analysis.  

N.2 Results  

Results below are presented for the following two scenarios:  

• With re-censoring adjusting for crossover to either T-DXd or RC48 

• Without re-censoring adjusting for crossover to either T-DXd or RC48 

 

N.2.1 G-estimation Diagnostic Plots  

Plots of the g‑estimation procedure are presented for the specified scenarios. The 

estimated treatment parameter ψ is displayed with its 95% CI. 



 

Page 241 of  250 
 



 

Page 242 of  250 
 

N.2.2 Kaplan-Meier Plots  

KM curves for time‑to‑event endpoints are shown for each treatment group, with monthly 

numbers at risk displayed beneath each plot. Median survival with two‑sided 95% CIs is 

reported. For T‑DXd, CIs was estimated using the Brookmeyer–Crowley method; for the 

control (RPSFTM‑adjusted), CIs was computed using bias‑corrected and accelerated (BCA) 

bootstrap with 1,000 replications. KM survival estimates at fixed time points (3, 6, 9, 12, 

18, 24, 36, 48 months) with two‑sided 95% CIs are also provided; control‑arm CIs used the 

same bootstrap approach to account for RPSFTM variability.
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O.2 Posology  

O.2.1 Docetaxel  

DTX monotherapy was evaluated in both COUGAR-02 (34) and the randomised controlled 

trial (RCT) reported by Roy et al. (37). In both COUGAR-02 and Roy et al. patients were 

treated with 75 mg/m2 DTX once every 21-day cycle. This is consistent with the 

recommended dosing and administration in Danish clinical practice for second-line 

treatment of advanced or metastatic gastric cancer (2, 3). However, doses between 75 and 

100 mg/m2 per 21-day cycle are recommended, and so the dosing considered in COUGAR-

02 and Roy et al. is at the lowest end of Danish dosing recommendations for DTX (55). 

Consequently, patients in real world clinical practice treated with DTX may receive higher 

doses than those administered in the clinical documentation. 

O.2.2 Paclitaxel  

PTX monotherapy was evaluated as a treatment in WJOG 4007 (36), KCSG ST10-01 (42), 

and RAINBOW (10). Both WJOG 4007 and RAINBOW administered 80 mg/m2 of PTX on 

days 1, 8, and 15 of each 28-day cycle. In contrast, KCSG ST10-01 administered 70 mg/m2 

on days 1, 8, and 15 of each 28-day cycle. Danish clinical practice recommend 

administration of 80 mg/m2 PTX on days 1 of each 7-day cycle with the option to omit 

every 4th scheduled dose (2, 3). 

The dosing of PTX in the RAINBOW study, which informs the relative efficacy of the SoC in 

this assessment, is aligned with Danish clinical practice. Specifically, RAINBOW’s PTX 

schedule is consistent with the recommended 80 mg/m² weekly administration with 

omission of every fourth dose, supporting the applicability of RAINBOW efficacy estimates 

to Danish practice.  

O.2.3 Irinotecan  

Treatment with irinotecan monotherapy was included in TCOG GI-0801/BIRIP (40), TRICS 

(41), Roy et al. (37), WJOG 4007 (36), KCSG ST10-01 (42)  and Thuss-Patience et al. 

Treatment with irinotecan monotherapy was included in TCOG GI-0801/BIRIP (40), TRICS 

(41), Roy et al. (37), WJOG 4007 (36), KCSG ST10-01 (42)  and Thuss-Patience et al. (35) 

studies. In TCOG GI-0801/BIRIP (40), TRICS(41), KCSG ST10-01 (42), WJOG 4007 (36), Sym 

et al. (43) and Roy et al. (37) patients received 150 mg/m2 of irinotecan Q2W. In Roy et al. 

patients received 300 mg/m2 of irinotecan every three weeks, a larger effective dose than 

patients treated with irinotecan in the other studies of interest. Danish clinical practice 

recommend irinotecan is administered at 250 mg/m2 on day 1 of a 21-day cycle (2, 3). The 

doses in the studies of interest, although different, may still be representative of the real-

world dose of irinotecan under the assumption that patients receive varying doses of drug 

in clinical practice. 
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The 6-year OS estimate cannot be considered fully representative of historical SoC in 

Denmark for HER2-positive GC/GEJC. Because a substantial proportion of patients in the 

cohort received T‑DXd in 2L, the observed OS is likely overestimated relative to a true SoC 

population without access to T‑DXd. With nationwide introduction of T‑DXd for this 

patient population, OS outcomes might reasonably be expected to improve further 

beyond what is observed in this dataset. Conversely, removing T‑DXd as a treatment 

option would plausibly lead to worse survival outcomes, given the established 

contribution of T‑DXd to improved prognosis in the real‑world cohort. 
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