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Gilead Sciences høringssvar vedr. revurderingen af Trodelvy i 2L+ mTNBC 

 

Gilead værdsætter at Medicinrådet revurderer Trodelvy til 2L+ behandling af mTNBC på baggrund af vores 
4. anmodning om revurdering. Trodelvy blev godkendt af Europa Kommissionen for 3½ år siden. I dag er 
Trodelvy rekommenderet af nationale HTA myndigheder i hele Europa, herunder alle Nordiske lande 
(inklusiv Island siden oktober 2023), hele central- og vesteuropa, samt store dele af syd- og øst-europa 
(inklusiv lande som Grækenland, Tyrkiet, Polen, Slovakiet, Rumænien og  Bulgarien). 

Den sundhedsøkonomiske evaluering af Trodelvy i denne revurdering er næsten identisk med tidligere 
evaluering, dvs. yderst konservativ og ulig evaluering i sammenlignlige lande.  

 

Medicinrådets vurdering af overlevelsen (OS) for Trodelvy er konservativ 

En gennemgang af sammenlignelige landes HTA evalueringer viser, at myndighederne i UK, Skotland, 
Norge, Sverige, Finland, Belgien&Luxembourg samt Holland har det til fælles, at i deres hovedanalyse 
blev overlevelsen modelleret (ekstrapoleret) med den loglogistiske funktion for Trodelvy. Den samme 
metode som anvendt i Gileads hovedanalyse. Medicinrådet vælger en anden tilgang.  

Medicinrådets tilgang (GenGamma) er faktisk så konservativ at den estimerer værre overlevelse for 
Trodelvy end for komparatoren. Derfor laves en metodologisk ”lappeløsning” som beskrives således af 
Medicinrådet selv:  

”I Medicinrådets modellering korrigeres OS-kurven for komparatorarmen, så andelen 
i live i TPC-armen ikke overstiger andelen i live sacituzumab govitecan-armen” 

Gilead finder det paradoksalt, at Medicinrådet ser en 20årig tidshorisont som relevant for hovedanalysen 
(modsat den 5 årige tidshorisont i første vurdering), men samtidig fortsat vælger en 
ekstrapolationsmetode som har til formål at elimere forskelle forud for år 5.  

Myndighederne i øvrige lande vælger den længere tidshorisont (10-20år) fordi de vurderer at loglogistisk 
passer data bedst, er klinisk troværdig, kurveformen passer med historiske data indenfor mTNBC, og 
derfor konkluderer de at overlevelsen bør modelleres med loglogistisk i deres hovedanalyse.  

Modellen som er valgt af øvrige myndigheder, og Gilead, bringes end ikke op som en mulighed i 
Medicinrådets følsomhedsanalyser, der skal beskrive usikkerheden.  

 

Medicinrådets beskrivelse af usikkerhed er ensidig 
Treogtredive gange i dokumentet beskriver Medicinrådet at noget er usikkert, eller biased. Medicinrådet 
beskriver den usikkerhed og bias alene i forhold til noget, der kan fører til mindre effekt af Trodelvy. 

Trodelvy ville under Medicinrådets tidligere metodevejledning blive tildelt en Stor Klinisk Merværdi på 
endepunkterne OS og PFS fordi konfidensintervallerne er meget snævre og den absolute effekt er klinisk 
relevant (3 måneder ifølge Medicinrådet). Derfor er det uhensigtsmæssigt når der kommunikeres:  

“Data for OS og PFS er relativt modne”  

Med 423 events af 529 (80%) potentielle OS events er data mere end relativt modne.  

”Medicinrådet vurderer overordnet, at livskvalitetsdata fra ASCENT er usikkert og det 
er dermed ikke muligt at vurdere, om der er forskel i livskvalitet mellem de to 
behandlinger” 

Livskvalitetsdata fra ASCENT viser en forskel på EORTC QLQ-30 GHS/QoL på 4,08 (95 % CI: 0,82; 7,35). 
Konfidensintervallet indeholder ikke 0. Internationalt er der en værdsættelse at Trodelvy’s livskvalitetsdata. 
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Trodelvy og Kisqali (ribociclib) de er eneste to (af 39) produkter til mBC som tildeles det maksimale antal 
point (5) på ESMOs MCBS score da studiernes livskvalitetsdata vurderes overbevisende [1]. 

” Medicinrådet vurderer, at de estimerede nytteværdier er usikre. Det skyldes, at nytteværdierne 
er estimeret på baggrund af usikkert data… …og at der er anvendt præferencevægte for den 
britiske befolkning.” 

Gilead er enig i, at anvendelse af britiske vægte er en usikkerhed, men det er evident at anvendelse af 
britiske vægte er en bias i disfavør mod Trodelvy, da dansk nyttevægte er højere end de britiske. En ny 
metode af Torkilseng et al. 2025 kan prædiktere den danske EQ-5D-5L middelnytteværdi fra britiske EQ-
5D-3L middelnytteværdier [2]. Usikkerheden i denne henseende er således, at Medicinrådet 
undervurderer QALY gevinsten med 0,021 QALYs i egen hovedanalyse (og 0,058 i scenariet med 
behandlingsspecifikke nytteværdier) og dermed undervurderes omkostningseffektiviteten 96.000kr/QALY i 
Medicinrådets hovedanalyse (og 240.000 i scenariet med behandlingsspecifikke nytteværdier).  

Dette er blot ét eksempel på hvordan en beskrivelse af usikkerhed også kan være i Trodelvy’s favør.  

Et andet er den faktisk anvendte mængde lægemiddel (den relative dosis intensitet, RDI). Medicinrådet 
præsenterer RDI på 75% som ’ansøgers estimat’. Det er paradoksalt, fordi 75% er ikke ’ansøgers estimat’ 
– det er Medicinrådets eget anvendte estimat fra første evaluering af Trodelvy. I nærværrende re-
evaluering er det end ikke relevant nok til en følsomhedsanalyse. 

Og der findes flere eksempler på usikkerheder der ikke blot trækker fra i effekten. F.eks. beskriver 
Medicinrådet den ”forventede indplacering” (figur 1, side 15) i 2-3L mTNBC, og som følge kunne man 
beskrive usikkerheden om hvorvidt behandlingseffekten kun vil være som set i studiet fordi de få tungt 
behandlede (n= 164, 31%) trækker gennemsnittet ned, jf. data fra EPAR: 

 

 
 

Medicinrådets enegang ift. sundhedsøkonomisk metode, herunder særligt modviljen overfor modellering 
af overlevelsen fundet relevant af andre HTA myndigheder (loglogistisk), samt de gentagne 
eksempliciferinger og beregninger af usikkerhed som noget der udelukkende er i disfavør for Trodelvy, må 
ikke betyde at danske patienter nægtes adgang til et effektivt lægemiddel som patienterne i resten af 
Europa har adgang til. 
 
Referencer  
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type%5D=0&page=2 
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Leverandør Gilead 

Lægemiddel Trodelvy (sacituzumab govitecan) 

Ansøgt indikation Monoterapi til behandling af voksne patienter med ikke-
resektabel eller metastatisk triple-negativ brystkræft (mTNBC), 
som har fået to eller flere tidligere systemiske behandlinger, 
herunder mindst en af dem ved fremskreden sygdom 
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Prisinformation 

Amgros har forhandlet følgende pris på Trodelvy (sacituzumab govitecan): 

Tabel 1: Forhandlingsresultat 

Lægemiddel Styrke Pakningsstørrelse AIP (DKK) Nuværende SAIP 
(DKK)* 

Ny forhandlet SAIP 
(DKK) 

Rabatprocent 
ift. AIP 

Trodelvy 200 
mg 

1 stk. 6.822,53 XXXXXXXX XXXXXXXX XXXXX 

XXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXX 

XXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXX

XXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXX   

Aftaleforhold 

XXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXX

XXXXXXXXXXXXXXXXXXXXXXXXXXX. Leverandøren har mulighed for at sætte prisen ned i hele aftaleperioden. 
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Informationer fra forhandlingen 

XXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXX
XXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXX 

XXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXX
XXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXX
XXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXX
XXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXX
XXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXX
XXXXXXXXXXXXXXXXXXXXXXXXXXXXXX 

XXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXX
XXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXX
XXXXXX  

Konkurrencesituationen 

Der er på nuværende tidspunkt ingen lægemidler i direkte konkurrence med Trodelvy til denne indikation. 

Tabel 2 nedenfor viser de årlige lægemiddeludgifter. 

Tabel 2: Sammenligning af lægemiddeludgifter pr. patient 

Lægemiddel Styrke 
Paknings-
størrelse 

Dosering 
Pris pr. pakning 

(SAIP, DKK) 

Lægemiddeludgift 

pr. år (SAIP, DKK) 

Trodelvy 200 mg 1 stk. 10 mg/kg* på 
dag 1 og dag 8 

i 21-dages-
cyklus (i.v.) 

XXXXXXXX XXXXXXXXX 

*Gennemsnitsvægt på 74,3 kg 
**Ikke medregnet dosisjustering 

Status fra andre lande 

Tabel 3: Status fra andre lande 

Land Status Link 

Norge Anbefalet Link til anbefaling 

Sverige Anbefalet Link til anbefaling 

England Anbefalet Link til anbefaling 

Konklusion 

XXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXX
XXXXXXXXXXXXXXXXXXXXX 

https://www.nyemetoder.no/metoder/sacituzumab-govitecan-trodelvy/
https://samverkanlakemedel.se/lakemedel---ordnat-inforande/nyheter/nyheter/2022-06-30-trodelvy-rekommenderas-vid-trippelnegativ-brostcancer
https://www.nice.org.uk/guidance/ta819/chapter/1-Recommendations
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progression [20]. Relative to normal tissue, Trop-2 expression is increased in numerous solid tumour 

types, particularly TNBC, where it is overexpressed in most patients (80%) [21-24]. An Italian study of 

702 consecutive patients with stage I to III BC who underwent BC surgery found that the presence of 

membrane-associated Trop-2 was linked to worse overall survival (OS), while intracellular Trop-2 was 

linked to a better prognosis [25]. 

3.1.2 The clinical presentation and symptoms of the disease 

The clinical presentation of TNBC is the same as for other molecular subtypes of BC, with the most 

common presentation being a new lump or mass [26, 27]. Other signs and symptoms of BC include 

swelling in the surrounding lymph nodes, nipple changes (e.g., discharges), skin changes (e.g., 

erythema, skin ulcers, eczema), breast pain or heaviness, and other persistent changes in the breast 

[27, 28]. 

3.1.3 Patient prognosis with current treatment options 

Compared with other forms of BC, TNBC is related to faster-growing tumours, and it is associated 

with a poorer prognosis and an earlier risk of relapse [29]. Along with a worse prognosis and earlier 

rate of relapse [26], patients with TNBC are more likely to develop distant metastases than patients 

with other subtypes of BC [16, 30]. A feature of metastatic TNBC (mTNBC) that distinguishes it from 

other metastatic BC (mBC) subtypes is the location of metastases, which tend to occur more 

frequently in the visceral organs (lungs, liver, and central nervous system [CNS]), and less frequently 

in bone [11].  

Treatment of TNBC is guided by stage, molecular subtype, prognostic biomarkers, tumour grade, and 

patient age, among other factors [31, 32]. For stage IV TNBC (metastatic disease), the principal 

systemic treatment option is cytotoxic chemotherapy [1, 28, 31, 33-35]. As shown in several real-

world treatment pattern studies, patients with mTNBC often progress rapidly through multiple lines 

of chemotherapy, particularly after reaching second-line (2L) and beyond [36-38], and survival and 

response outcomes remain poor. Median OS in studies of patients with mTNBC treated with first-line 

(1L) chemotherapy ranges from approximately 10 to 13 months [39-41]. In a meta-analysis of mTNBC 

subgroups treated in 2L or later with single-agent chemotherapy from seven cohorts in six trials 

(Phase II and III), the pooled objective response rate (ORR) for the chemotherapy treatment arms 

was 11% (95% CI: 9%, 14%) [42]. Furthermore, seven Phase 3 studies of second- or later-line 

chemotherapy in patients with mTNBC reported a range of ORRs between 9% and 18%, a range in 

median OS from 8.1 to 15.2 months, and a median duration of response (DOR) of 4.2 to 5.9 months 

(reported in two subgroup analyses from one study) [42]. In addition, new Danish data on real-world 

survival across 1L to third-line (3L) treatment for advanced triple-negative breast cancer has been 

published [4]. The study demonstrated poor OS among patients with metastatic or recurrent TNBC. 

For patients receiving treatment in 2L and 3L, the median OS was 6.5 months [4]. The data 

emphasizes the great unmet clinical needs of this patient population.  

In the Danish real-world evidence study [4], it was also found that the lack of treatment options and 

poor outcomes led to significant drop-offs between 1-, 2- and 3L in patients with mTNBC. The study 
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3.3 Current treatment options 

The treatment options for patients with mBC in Danish clinical practice are described in the 

guidelines issued by the DBCG about the palliative and systemic treatment of mBC [47] and in two 

technology assessments within mTNBC issued by DMC [48, 49].  

In the most recent guidelines issued by the DBCG for the palliative and systemic treatment of mBC, a 

new recommendation has been added for patients with unresectable or metastatic TNBC. For this 

patient population who have received two or more prior systemic treatments, including at least one 

of them in advanced disease, sacituzumab govitecan is recommended, although it has not yet been 

approved by the DMC [47]. 

Aside from the recent inclusion of sacituzumab govitecan in the Danish treatment guidelines, the 

principal systemic treatment option for patients with mTNBC is chemotherapy. Several studies have 

demonstrated efficacy of chemotherapy in 2L and 3L mTNBC, however, based on the available 

evidence and as stated in the DBCG guidelines, it is not possible to determine one specific 

chemotherapeutic agent or treatment sequence in first or subsequent lines. The chemotherapy 

treatments described in the DBCG guideline are eribulin, capecitabine, vinorelbine and gemcitabine 

combined with carboplatin [47]. 

The DBCG guidelines recommend chemotherapy based on the patient’s response and benefits and 

risks of former therapy including, patients’ performance status, and patient preferences for 

treatment. If patients with mTNBC progress or have unacceptable adverse events (AEs) on a given 

chemotherapy regimen, DBCG guidelines recommend subsequent lines of single-drug 

chemotherapy. At each subsequent line of therapy, clinicians should assess the effect of ongoing 

treatment, the benefits and risks of additional therapies, patients’ performance status, and patient 

preferences for treatment, including palliative care [2, 47] 

DBCG recommendation on T-DXd as quoted here: “T-DXd was compared with the "doctor's choice" 

of chemotherapy in 63 patients with triple negative/HER2 low MBC who had received 1-2 lines of 

chemotherapy. In this small population, the results in form of PFS and OS to the results in the overall 

study population, and T-DXd can therefore be considered treatment option for those patients (TNBC) 

with the same characteristics as those who are treated in Destiny-Breast04. However, it is not known 

what the effect of T-DXd is in patients who have previously been treated with sacituzumab 

govitecan. Data for sacituzumab govitecan for this patient group (TNBC) are more robust and of a 

higher level of evidence, therefore sacituzumab govitecan is recommended before T-DXd.” 
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Figure 1 mTNBC treatment algorithm in Denmark (adapted from previous DMC assessment report) 

 

Abbreviations: mTNBC, metastatic triple-negative breast cancer; TPC, treatment of physician's choice. 

Source: Based on DMC previous assessment [46]. 

 

A subgroup of patients with mTNBC include patients defined as HER2-low (HER2 IHC 1+/2+ [ISH 

negative]). As described in section 3.1.3, T-DXd has only been recently recommended by the DMC for 

the treatment of adult patients with non-resectable or HER2-low mBC [2] previously treated with 

chemotherapy in metastatic disease or rapid progression on adjuvant chemotherapy, with ECOG 0-1, 

and would thus be used for a limited fraction of patients. The relevant comparator remains TPC for 

the majority of mTNBC patients. 

Regarding the expected prognosis with the current treatment options, several real-world treatment 

pattern studies have shown that patients with mTNBC often progress rapidly through multiple lines 

of chemotherapy, particularly after reaching 2L and beyond [36-38], and survival and response 

outcomes are often poor (see section 3.1.3 for more detailed information). 

3.4 The intervention 

Sacituzumab govitecan (Trodelvy®) is a Trop-2-directed antibody-drug conjugate composed of the 

following components [50, 51]:  

• Sacituzumab (hRS7 IgG1κ), a humanized monoclonal anti-Trop-2 antibody  

• SN-38, a topoisomerase inhibitor and the small molecule moiety of sacituzumab  

• The hydrolysable linker CL2A, which links sacituzumab to SN-38  

Sacituzumab govitecan binds to Trop-2-expressing cancer cells and is internalized with the 

subsequent release of SN-38 via hydrolysis of the linker [50, 51]. SN-38 interacts with topoisomerase 

I and prevents re-ligation of topoisomerase I–induced single-strand breaks [50, 51]. The resulting 

DNA damage leads to apoptosis and cell death [50, 51]. SN-38, the metabolite of irinotecan, is 

metabolized via the UGT enzyme encoded by the UGT1A1 gene [50-53]. Genetic variants of the 
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UGT1A1 gene such as the UGT1A1*28 allele led to reduced UGT1A1 enzyme activity and increased 

risk of drug toxicity due to the reduced ability of the body to metabolize the drug [50, 51, 53].  

Individuals who are homozygous for the UGT1A1*28 allele are potentially at increased risk for 

neutropenia, febrile neutropenia, anaemia, and diarrhoea from sacituzumab govitecan [50, 51]. 

Approximately 20%, 10%, and 2% of the Black, White, and East Asian populations, respectively, are 

homozygous for the UGT1A1*28 allele [50, 51].  

Before each dose of sacituzumab govitecan, premedication for prevention of infusion reactions and 

prevention of chemotherapy-induced nausea and vomiting is recommended [50, 51]. Premedication 

with antipyretics, H1 and H2 blockers before infusion, and corticosteroids may be used for patients 

who had prior infusion reactions [50]. Use a 2- or 3-drug combination regimen (e.g., dexamethasone 

with either a 5-HT3 receptor antagonist or a neurokinin 1–receptor antagonist, as well as other drugs 

as indicated) [50]. 

No adjustment to the starting dose is required when administering sacituzumab govitecan to 

patients with mild hepatic impairment (bilirubin ≤1.5 upper limit of normal [ULN] and aspartate 

aminotransferase/alanine aminotransferase [AST/ALT] <3 ULN) [50, 51]. The safety of sacituzumab 

govitecan in patients with moderate or severe hepatic impairment has not been established [50, 51]. 

Sacituzumab govitecan has not been studied in patients with serum bilirubin >1.5 ULN, AST and ALT 

>3 ULN, or AST and ALT >5 ULN, and associated with liver metastases [50, 51]. No recommendations 

can be made for the starting dose in patients with moderate or severe hepatic impairment [50]. 

No adjustment to the starting dose is required when administering sacituzumab govitecan to 

patients with mild renal impairment [51]. The safety of sacituzumab govitecan in patients with 

moderate renal impairment or end-stage renal disease (creatinine clearance ≤30 mL/min) has not 

been established [51]. The use of sacituzumab govitecan should be avoided in these patients [51]. 

Sacituzumab govitecan should only be administered as an IV infusion, not as an IV push or bolus [50, 

51]. The first infusion should be administered over a period of 3 hours [50, 51]. Patients have to be 

observed during the infusion and for at least 30 minutes following the initial dose for signs or 

symptoms of infusion-related reactions [50, 51]. For subsequent infusions, the infusion should be 

administered over a period of 1 to 2 hours if prior infusions were tolerated [50, 51]. Withhold or 

discontinue sacituzumab govitecan to manage adverse reactions, as described in EMA EPAR [8]. 

The improvements and general delayed worsening in HRQoL viewed together with superior efficacy 

data from the pivotal trial ASCENT (sacituzumab govitecan extending progression-free survival (PFS) 

and OS in patients with refractory or relapsed mTNBC) indicate that sacituzumab govitecan also 

maintained or improved HRQoL. This has been acknowledged through European Society for Medical 

Oncology (ESMO)'s "Magnitude of Clinical Benefit Scale" (ESMO-MCBS) in which sacituzumab 

govitecan received the highest score (5) – a score reflecting retained HRQoL with longer PFS and OS 

[54, 55]. Of note, score 5 in BC has until now only been assigned to one additional compound 

(ribociclib for pre-/perimenopausal HR+/HER2- indication) [56]. 

An overview of sacituzumab govitecan is presented in Table 3. 
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international guidelines [61], and has previously been used in Danish appraisals for the modelling of 

mTNBC [62]. Further, the model structure has been accepted for the previous evaluation of Trodelvy® 

in mTNBC by the DMC [46]. Figure 2 illustrates the three health states used to model individual survival 

outcomes over the time horizon: progression-free (PF), progressed disease (PD), and death. Individuals 

eligible for treatment enter the model, initiate treatment, and experience an interval of PFS. 

Individuals who are alive but whose disease has progressed continue to the PD health state and may 

receive subsequent therapies. In the model, it is assumed that individuals could die at any time. 

Figure 2. Model structure  

 

Abbreviations: PFS, Progression-free survival; OS, Overall survival. 

Progression and death were tracked using treatment-specific and independent PFS and OS curves. The 

model is constrained in the following way: 

• The risk of death in the model’s population cannot be lower than the all-cause mortality of the 

general population at each model cycle, determined by published life tables. 

• PFS is constrained by OS, such that the number of individuals who are PF cannot exceed the 

total number of individuals alive. 

The model structure captures the expected patient pathway from treatment initiation to death and 

reflects differences in costs and outcomes among patients receiving alternative systemic therapies for 

pretreated TNBC or mTNBC. Costs and health-related utilities are allocated to each health state and 

multiplied by the number of patients in each state to calculate weighted costs and quality-adjusted 

life years (QALYs) per cycle.  

Treatment costs included costs of drug acquisition, administration, subsequent treatment and 

monitoring, in line with the Danish clinical practice. Costs associated and disabilities associated with 

AEs were estimated per episode and were applied once at the beginning of the simulation, based on 

the proportion of patients in each treatment arm who experience each AE. 

As the model progresses cycle by cycle for the duration of the time horizon, cost and utility data were 

summed per treatment arm, allowing for the calculation of differences in accumulated costs and 

effectiveness between model arms at model completion. The model cycle length of one week was 

chosen to provide precision in the tracking of the number of patients in each health state over time in 

the model.  

Advanced BC is a disease with high mortality rates, and treatments may impact OS by modifying 

disease-specific survival, which motivates a lifetime horizon. However, although a disease associated 
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6. Efficacy  

6.1 Efficacy of sacituzumab govitecan compared to TPC for 

adult patients with unresectable or metastatic triple-

negative breast cancer (mTNBC) who have received two 

or more prior systemic therapies, including at least one of 

them for advanced disease 

6.1.1 Relevant studies 

The application is based on the ITT population in the head-to-head ASCENT trial [5, 6] 

that includes the comparator relevant to the Danish clinical practice, TPC, consisting of 

either capecitabine, vinorelbine, eribulin, or gemcitabine. ASCENT was an international, 

multicenter, open-label, randomised study in patients with unresectable, locally 

advanced, or metastatic TNBC who were refractory or had relapsed after receiving ≥2 

prior chemotherapies, including ≥1 prior therapy for locally advanced or metastatic 

disease [5, 6]. Table 13 illustrates the study design and duration, patient population, 

treatments and outcomes included in the ASCENT trial. The main characteristics of the 

ASCENT study are described in detail in Appendix A.
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Efficacy results presented in the ASCENT trial are further supported by data from two 

recent real-world evidence studies [78, 79]. The study by Kalinsky et al. [78] describes 

the use of sacituzumab govitecan in real-world as well as outcomes in 230 mTNBC 

patients receiving sacituzumab govitecan in 2L and later in the United States. The 

analysis showed a median (95% CI) real-world OS of 10.0 (8.3–11.1) months for all 

patients and 13.9 (9.8-not estimable) months for the 2L subgroup (n = 77) [78]. The 

results, which were based on a real-world and ethnically varied population with poor 

prognosis, strengthened the findings of the ASCENT study used in this application. 

Similarly, the study by Püsküllüoğlu et al. [79], aimed to investigate the safety and 

efficacy of sacituzumab govitecan in 79 real‑world Polish female patients with previously 

treated mTNBC. Results showed a median OS of 10.3 months (range 0.8-30.9 months), a 

median PFS of 4.4 months (range 0.7-16.1 months), and an overall response rate of 35%, 

with a median time to response of 2 months [79], supporting the ASCENT trial results as 

well. 

In addition to the studies mentioned above, a recent British real-world evidence study by 

Hanna et al. from April 2024 [80] provides a comprehensive analysis of the real-world 

application of sacituzumab govitecan in patients with metastatic triple-negative breast 

cancer (mTNBC) in the UK. This study included 132 patients with a median age of 56 

years. Among participants, 18% (n=24) had CNS metastases and 13% (n=17) had a poor 

performance status of ECOG (2/3). Both CNS metastases and poor performance status 

are indicators of poor prognosis and worsened treatment outcome. 

Overall, the differences in trial population highlight the potential for more challenging 

treatment outcomes in the real-world setting due to factors like inclusion of untreated 

CNS metastases, and patients with worse performance status. Despite this, survival from 

the real world evidence is visually comparable to the OS in the ASCENT trial, confirming 

the validity of the sacituzumab govitecan arm of the ASCENT trial, see Figure 5. 

Figure 5 Overall Survival for British RWE Full Population, and for the sacituzumab govitecan arm 

in the ASCENT trial 

 

Sources: Bardia et al. Final Results From the Randomized Phase III ASCENT Clinical Trial in Metastatic Triple-

Negative Breast Cancer and Association of Outcomes by Human Epidermal Growth Factor Receptor 2 and 

Trophoblast Cell Surface Antigen 2 Expression J Clin Oncol 42:1738-1744, 2024 [6]; Hanna et al. Real world 
study of SG in metastatic triple- negative breast cancer in the United Kingdom British Journal of Cancer, 2024 

[80]. 
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An exploratory analysis of survival based on performance status showed that a small 

number of patients (18%, n=24) with worse performance status of ECOG (2/3) received 

less benefit from sacituzumab govitecan. 

Regarding the validity of the comparator arm in the ASCENT trial, a naïve comparison of 

OS between the Danish Breast Cancer Group database for third-line mTNBC and the two-

year follow-up data for the ASCENT trial TPC arm shows that the OS between these two 

cohorts are visually comparable, see Figure 6. This confirms the generalisability of the 

TPC comparator arm to Danish SoC. 

Figure 6 Overall Survival for Danish RWE 3L mTNBC, and the TPC arm in the ASCENT trial 

 

Sources: Bardia et al. Final Results From the Randomized Phase III ASCENT Clinical Trial in Metastatic Triple-

Negative Breast Cancer and Association of Outcomes by Human Epidermal Growth Factor Receptor 2 and 

Trophoblast Cell Surface Antigen 2 Expression J Clin Oncol 42:1738-1744, 2024 [6]; Celik et al. Real-World 
Survival and Treatment Regimens Across First- to Third-Line Treatment for Advanced Triple-Negative Breast 

Cancer, Breast Cancer: Basic and Clinical Research Volume 17: 1–9, 2023 [4]. 

To summarize, the British real world evidence study concluded that sacituzumab 

govitecan demonstrated substantial anti-tumor activity in a real-world setting among 

pre-treated mTNBC patients, confirming the substantial efficacy and safety profile 

observed in clinical trials. The study also clearly suggests that in a population where 

sacituzumab govitecan was used even beyond the clinical trial criteria, i.e. for PS (0/1), 

treatment benefits of similar magnitude could be expected. 

7. Comparative analyses of 

efficacy  
Not applicable. 

7.1.1 Differences in definitions of outcomes between studies 

Not applicable. 

7.1.2 Method of synthesis  

Not applicable. 
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The OS data used for the fitting of the models was mature with 179/267 (67.0%), 

206/262 (78.6%) for sacituzumab govitecan and TPC, respectively. Based on both AIC and 

BIC, the log-logistic distribution provided the best fit for both sacituzumab govitecan 

(Table 57) and TPC (Table 58). Additionally, this distribution showed an excellent visual 

fit with the Kaplan-Meier estimate and the smoothed hazard curves. 

The log-logistic distribution also predicted clinically plausible survival rates with time, 

with small but non-zero survival rates beyond five years [40, 87, 88]. The selection of the 

log-logistic is further strengthened by the smoothed hazard, with similar shape for both 

arms that is aligned with the log-logistic survival model, see section D.2.6. 
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received study treatment ≥6 months (36.8% vs 5.8%) and ≥12 months (11.2% vs 0.4%) 

[8]. 

In ASCENT, sacituzumab govitecan had a consistent and generally manageable safety 

profile and was well tolerated in the treated population. Few patients receiving 

sacituzumab govitecan in ASCENT discontinued treatment (the rate of AEs leading to 

discontinuation was approximately 5%). No treatment-related deaths were seen in the 

sacituzumab govitecan group, while one treatment-related death was noted in the TPC 

group. For patients receiving sacituzumab govitecan, a total of 188 (72.9%) treatment-

related AEs grade 3 or higher were reported (Table 24) [8]. The proportions of patients 

with any treatment-related AE and Grade ≥ 3 AEs were higher in the sacituzumab 

govitecan-treated group compared to the TPC group (treatment-emergent adverse 

events [TEAEs]: 97.7% vs. 85.7% and Grade ≥ 3 TEAEs 72.1% vs. 64.7%) (Table 24) [8]. 

In ASCENT, the more frequently reported treatment-related AEs in the sacituzumab 

govitecan arm in comparison to the TPC group were diarrhoea (65.1% vs 17.0%), 

neutropenia (64.0% vs 43.8%), nausea (62.4% vs 30.4%), fatigue (51.6% vs 39.7%), 

alopecia (46.9% vs 16.1%), anaemia (39.5% vs 27.7%), constipation (37.2 % vs 23.2%), 

and vomiting (33.3 % vs 16.1%). Neutropenia was the most common Grade ≥ 3 AE; other 

Grade ≥ 3 AEs occurring in at least 5% of patients were: neutrophil count decreased, 

diarrhoea, anaemia, white blood cell count decreased, febrile neutropenia, fatigue, and 

dyspnoea [8]. 

Regarding dose reduction, a slightly lower number of AEs leading to dose reduction has 

been observed in the sacituzumab govitecan arm compared with the TPC arm (Table 24) 

[8]. The AEs that most frequently led to a reduction of sacituzumab govitecan included 

neutropenia and diarrhoea. In contrast, AEs leading to a treatment interruption occurred 

in a higher percentage of patients in the sacituzumab govitecan group compared with 

the TPC group (62.8% vs 38.8%) in ASCENT. Neutropenia was the most frequent AE, 

leading to a treatment interruption in the sacituzumab govitecan and TPC groups (46.1% 

vs 21.0%) [8]. Neutropenia is an identified risk of sacituzumab govitecan, and 

hematologic parameters, including platelet count, must be monitored before starting 

and at regular intervals during sacituzumab govitecan treatment. Neutropenia is the AE 

that most frequently leads to a dose reduction or delay of sacituzumab govitecan. Grade 

≥3 neutropenia occurred in 48.4% of all the neutropenia cases [8]. 

Anaemia occurred in a higher percentage of patients in the sacituzumab govitecan group 

compared with the TPC group (39.5% vs 27.7%) in ASCENT. Infections were more 

frequent in the sacituzumab govitecan group than in the TPC group (53.1% vs 35.7%) in 

ASCENT. Infections that were more frequent (approximately ≥5%) with sacituzumab 

govitecan than TPC included the following: Urinary tract infection (12.8% vs 8.0%), upper 

respiratory tract infection (12.0% vs 3.1%) and nasopharyngitis (7.0% vs 2.2%). The most 

common gastrointestinal AE of special interest was diarrhoea, with 65.1% of the patients 

with an event of any grade, 11.3% with grade 3 events and 3.5% with serious adverse 

events (SAEs). 

In the pivotal study ASCENT, hypersensitivity occurred in a higher percentage of patients 

in the sacituzumab govitecan group compared with the TPC group (34.1% vs 20.5%). The 
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10.1.3 HRQoL results 

Overall, the analysis of the EORTC-QLQ-C30 scales showed that sacituzumab govitecan 

was associated with greater improvements in HRQoL than TPC was, mainly on physical 

and emotional functioning and global health status/QoL, and delayed worsening of 





73 
 













79 
 

set. The data sources were a phase 3 randomised open-label trial (Velcade as Initial 

Standard Therapy [VISTA]) [94] for patients newly diagnosed with multiple myeloma 

(MM) and patient samples from the Vancouver Cancer Clinic, including breast and lung 

cancer patients. The patient characteristics were: 

• MM: sample mean age of 72 years, with 50% male participants. Severity was 

measured using the International Staging System for MM. 

• BC: the mean age of 68 years, with all female participants. Severity was 

measured using the stage of disease, with stage I indicating that the cancer is 

localised and stage IV indicating that the cancer has metastasised or spread to 

other areas of the body. 

• Lung cancer: mean age of 62 years, with 48% males. Severity was measured 

using the stage of disease as for breast cancer patients above. 

 

The patient population from the ASCENT trial [5] included in this application 

corresponded to adult patients with unresectable or metastatic TNBC who have received 

two or more prior systemic therapies, including at least one of them for advanced 

disease. The population had a median age of 54 years in the sacituzumab govitecan arm 

and 53 years in the TPC arm. In the sacituzumab govitecan arm, 265 out of 267 were 

women in the TPC arm; all were women. A similar gender distribution was observed 

between the ASCENT trial and the breast cancer patients in the mapping study. 

The selection of the patient population was based on the participation of the patients in 

cancer-specific studies involving the EORTC QLQ-C30 or FACT-G questionnaires and the 

EQ-5D. As mentioned above, the patients included in the populations had different types 

of cancer and different severities. Regarding the methods for recruiting the patients, 

focusing on the EORTC QLQ-C30 questionnaire, patients with MM were recruited for the 

phase 3 trial VISTA. They completed EQ-5D and EORTC QLQ-C30 at their screening visit, 

on day 1 of each of the nine treatment cycles, at the end of each treatment visit and 

during the post-treatment phase (every 6 or 8 weeks) until disease progression. For the 

mapping analysis, only responses at screening visits were used. Patients with breast and 

lung cancer attending outpatient clinics were recruited and completed both EQ-5D and 

EORTC QLQ-C30 questionnaires in the Vancouver Cancer Clinic. The data collected from 

patients that completed both the EQ-5D and the EORTC QLQ-C30 consisting of the three 

datasets mentioned above were pooled – VISTA trial (572 patients) and Vancouver 

Cancer Clinic (breast cancer: 100 patients; lung cancer: 99 patients). There is no explicit 

mention of censored patients in the mapping study. 

The statistical methods used for estimating the overlap between the two questionnaires 

in the mapping study included the following:  

Preliminary analysis: 

• Spearman's rank correlations of the independent variables were used to identify 

relationships between independent variables from the EORTC QLQ-C30/FACT-G 

and the EQ-5D; to exclude highly correlated variables (correlation coefficient > 

|0.7|) to prevent multicollinearity; and to inform the selection of variables for 
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regression models by assessing the correlation between the source measures 

(EORTC QLQ-C30/FACT-G) and the EQ-5D index values and dimension levels. 

• Exploration of EQ-5D Distribution: the distribution of EQ-5D scores was 

examined to determine its shape (e.g., unimodal, bimodal) and evaluate 

whether the distribution varied across datasets. This guided the choice of 

regression models to account for non-normality and bounded nature of the EQ-

5D data. 

 

The overall EQ-5D score was analysed using a variety of modelling approaches, including 

linear regressions estimated via ordinary least squares (OLS), tobit models, two-part 

models (TPMs), and splining techniques. Additionally, individual dimensions of the EQ-5D 

were modelled using response mapping. An illustrative analysis also incorporated a 

limited dependent variable mixture model (LDVMM). 

Model goodness of fit was evaluated using the Akaike Information Criterion (AIC) and the 

Bayesian Information Criterion (BIC), with lower values indicating better fit. Root Mean 

Square Error (RMSE) and Mean Absolute Error (MAE) were reported for all models. 

Ordinary Least Squares (OLS) models included R-squared (R²) and adjusted R-squared 

(adjusted R²), along with the Ramsey Regression Equation Specification Error Test 

(RESET) to evaluate non-linearity. For tobit, logistic regression and Response mappings, 

we used the pseudo-R2. Sigma was reported for the tobit and truncated regression 

models, and the link test was used to check the model's specifications. The Hosmer–

Lemeshow test was used to assess the goodness of fit for logistic regression models. 

Response mapping gave the best predictions for the combined EORTC QLQ-C30 data 

sets. This model used all dimension scores, age and gender to estimate the EQ-5D index. 

Compared with other models fitted to this data set, this was best at predicting the 

overall MAE and mean and MAE per health status group. 

The mapping study does not describe a separate validation population distinct from the 

patient population used to develop the mapping functions. However, the internal 

validation process for the mapping study was conducted using bootstrapping methods to 

estimate a shrinkage factor. The bootstrapping techniques reported by Steyerberg et al. 

[95] to assess all models (except in the implementation of LDVMM), and shrinkage 

coefficients are reported in order to counter the over-optimism of estimates [95]. Five 

thousand bootstrap estimates were run to calculate shrinkage factors. A shrinkage 

coefficient of less than 1 (typical value expected for a shrinkage coefficient) reflects an 

‘overfitting’ of the data. 

The details of the patient population used in this internal validation process are the same 

as those described for the mapping study. 

The uncertainty of the utility values estimated through the mapping was primarily 

addressed through probabilistic sensitivity analysis (PSA). Uncertainty was quantified by 

considering the variability in the regression coefficients and their correlations within the 

mapping models. The uncertainty was calculated with: 
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• Bootstrap Analysis: 5000 bootstrap samples were used to estimate the standard 

errors (SEs) of regression coefficients in all models except for the Limited 

Dependent Variable Mixture Model (LDVMM). Bootstrapping also provided 

shrinkage coefficients to assess the risk of overfitting and over-optimism in 

model predictions. 

• PSA: regression coefficients were assumed to follow a normal distribution. The 

covariance matrix of the regression coefficients was used to incorporate the 

variability and correlations between variables. PSA involved 100,000 simulations 

for each mapping model, converging to a mean EQ-5D utility value for the 

simulated data. 

• Uncertainty Around Predicted Values: the percentiles of simulated utility values 

were calculated to summarise the variability in predicted EQ-5D scores. 

Uncertainty was represented by the range of utility values derived from the 

simulations, reflecting potential variability in mapping estimates. 

• Model-Specific Observations: 

o OLS and Tobit Models: these provided stable predictions, but the 

uncertainty was higher for scores at the extremes of the EQ-5D scale 

(e.g., near full health or poor health). 

o Response Mapping and LDVMM: these models explicitly addressed the 

distributional features of EQ-5D data (e.g., multimodality, ceiling 

effects) and provided better estimates of uncertainty. The LDVMM 

accounted for structural uncertainty in EQ-5D distributions, including 

the gap between full health (1.0) and the next highest value (0.883 in 

the UK tariff). 

 

Regarding the preference weights relevant to the mapping, the mapping used the UK EQ-

5D tariff values, which assign utility weights to each level of the five EQ-5D dimensions 

(mobility, self-care, usual activities, pain/discomfort, anxiety/depression). The weights 

range from -0.594 (worst possible health state) to 1.0 (full health), with different levels 

(no problems, some problems, extreme problems) contributing varying degrees of utility 

decrement. For response mapping models, probabilities of being at each level of an EQ-

5D dimension (e.g., mobility level 1, level 2, or level 3) were multiplied by the 

corresponding utility decrement from the UK tariff. 

10.2.2 Disutility calculation 

The disutility associated with AEs was not included in the base case as treatment-specific 

HRQoL, as measured in ASCENT, was used. This measurement will include the effect of any 

AE—thus, including additional disutility would lead to double-counting the utility 

decrement associated with an AE. 

Utility decrements associated with AEs were not explicitly collected in the ASCENT study, 

and these values were sourced from previous NICE appraisals in BC (TA423 [70]) and the 

published literature. Where there was no data for certain AEs, utility decrements were 

assumed to be equivalent to the greatest decrement identified in the literature across the 

other AEs.  
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Figure 15. Cost-effectiveness plane 

 

The stability of the ICER based on the number of simulations conducted is shown in 

Figure 16. After approximately 300-500 iterations, the average probabilistic is stable, and 

increasing the number of simulations minimally impacts the mean ICER value.  

Figure 16. Convergence of the ICER in the probabilistic survival analysis 

 

 

 

13. Budget impact analysis 
The budget impact analysis has been performed following the population described in 

section 3.2. Of the estimated number of annual incident patients (63), 50% are believed 

to be treated in the first year and 95% in the following four years. A 50% and 95% market 

share for the first and subsequent years, respectively. This assumption hinges on the 
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D.2.7 Validation and discussion of extrapolated curves 

D.2.8 Adjustment of background mortality 

See section D.1.8 

D.2.9 Adjustment for treatment switching/cross-over 

Not applicable. 

D.2.10 Waning effect 

Not applicable. 

D.2.11 Cure-point 

Not applicable. 

D.3 Extrapolation of time to treatment discontinuation 

D.3.1 Data input 
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D.3.7 Validation and discussion of extrapolated curves 

D.3.8 Adjustment of background mortality 

See section D.1.8 

D.3.9 Adjustment for treatment switching/cross-over 

Not applicable. 

D.3.10 Waning effect 

Not applicable. 

D.3.11 Cure-point 

Not applicable. 
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Oesophageal varices 
haemorrhage†1 

1/258 (0.39%) 0/224 (0.00%) 

Pancreatitis acute†1 1/258 (0.39%) 1/224 (0.45%) 

Vomiting†1 2/258 (0.78%) 0/224 (0.00%) 

General disorders 

  

Asthenia†1 1/258 (0.39%) 1/224 (0.45%) 

Chest pain†1 0/258 (0.00%) 1/224 (0.45%) 

General physical health 
deterioration†1 

0/258 (0.00%) 1/224 (0.45%) 

Hyperthermia†1 0/258 (0.00%) 1/224 (0.45%) 

Incarcerated hernia†1 1/258 (0.39%) 0/224 (0.00%) 

Infusion site extravasation†1 1/258 (0.39%) 0/224 (0.00%) 

Non-cardiac chest pain†1 1/258 (0.39%) 0/224 (0.00%) 

Pain†1 1/258 (0.39%) 0/224 (0.00%) 

Pyrexia†1 3/258 (1.16%) 5/224 (2.23%) 

Swelling†1 0/258 (0.00%) 1/224 (0.45%) 

Hepatobiliary disorders 

  

Hyperbilirubinaemia†1 1/258 (0.39%) 1/224 (0.45%) 

Portal vein thrombosis†1 1/258 (0.39%) 0/224 (0.00%) 

Infections and infestations 

  

Bronchitis†1 1/258 (0.39%) 0/224 (0.00%) 

Candida infection†1 0/258 (0.00%) 1/224 (0.45%) 

Cellulitis†1 3/258 (1.16%) 2/224 (0.89%) 

Corynebacterium infection†1 0/258 (0.00%) 1/224 (0.45%) 

Device related infection†1 3/258 (1.16%) 0/224 (0.00%) 

Diverticulitis†1 1/258 (0.39%) 0/224 (0.00%) 

Empyema†1 1/258 (0.39%) 0/224 (0.00%) 

Herpes zoster†1 1/258 (0.39%) 0/224 (0.00%) 

Lower respiratory tract 
infection†1 

1/258 (0.39%) 1/224 (0.45%) 

Lung abscess†1 1/258 (0.39%) 0/224 (0.00%) 
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Neutropenic sepsis†1 0/258 (0.00%) 1/224 (0.45%) 

Phlebitis infective†1 1/258 (0.39%) 0/224 (0.00%) 

Pneumonia†1 7/258 (2.71%) 4/224 (1.79%) 

Respiratory tract infection†1 1/258 (0.39%) 0/224 (0.00%) 

Sepsis†1 2/258 (0.78%) 4/224 (1.79%) 

Streptococcal bacteraemia†1 0/258 (0.00%) 1/224 (0.45%) 

Urinary tract infection†1 2/258 (0.78%) 1/224 (0.45%) 

Wound infection†1 1/258 (0.39%) 1/224 (0.45%) 

Injury, poisoning and 
procedural complications 

  

Humerus fracture†1 1/258 (0.39%) 0/224 (0.00%) 

Radiation necrosis†1 0/258 (0.00%) 1/224 (0.45%) 

Investigations 

  

Blood lactic acid increased†1 0/258 (0.00%) 1/224 (0.45%) 

Neutrophil count decreased†1 2/258 (0.78%) 1/224 (0.45%) 

Platelet count decreased†1 1/258 (0.39%) 0/224 (0.00%) 

Metabolism and nutrition 
disorders 

  

Dehydration†1 1/258 (0.39%) 0/224 (0.00%) 

Hypokalaemia†1 0/258 (0.00%) 1/224 (0.45%) 

Musculoskeletal and 
connective tissue disorders 

  

Back pain†1 2/258 (0.78%) 4/224 (1.79%) 

Musculoskeletal chest pain†1 0/258 (0.00%) 1/224 (0.45%) 

Pain in extremity†1 1/258 (0.39%) 0/224 (0.00%) 

Tendonitis†1 1/258 (0.39%) 0/224 (0.00%) 

Neoplasms benign, malignant 
and unspecified (incl cysts 
and polyps) 
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Tumour haemorrhage†1 1/258 (0.39%) 0/224 (0.00%) 

Nervous system disorders 

  

Encephalopathy†1 0/258 (0.00%) 1/224 (0.45%) 

Facial paralysis†1 0/258 (0.00%) 1/224 (0.45%) 

Headache†1 2/258 (0.78%) 0/224 (0.00%) 

Pregnancy, puerperium and 
perinatal conditions 

  

Abortion spontaneous†1 1/258 (0.39%) 0/224 (0.00%) 

Pregnancy†1 1/258 (0.39%) 0/224 (0.00%) 

Psychiatric disorders 

  

Mental status changes†1 0/258 (0.00%) 1/224 (0.45%) 

Reproductive system and 
breast disorders 

  

Breast ulceration†1 0/258 (0.00%) 1/224 (0.45%) 

Vaginal haemorrhage†1 1/258 (0.39%) 0/224 (0.00%) 

Respiratory, thoracic and 
mediastinal disorders 

  

Cough†1 0/258 (0.00%) 1/224 (0.45%) 

Dyspnoea†1 2/258 (0.78%) 7/224 (3.13%) 

Hypoxia†1 2/258 (0.78%) 1/224 (0.45%) 

Pleural effusion†1 2/258 (0.78%) 6/224 (2.68%) 

Pneumonitis†1 1/258 (0.39%) 0/224 (0.00%) 

Pneumothorax†1 1/258 (0.39%) 1/224 (0.45%) 

Pulmonary embolism†1 3/258 (1.16%) 2/224 (0.89%) 

Respiratory distress†1 0/258 (0.00%) 1/224 (0.45%) 

Respiratory failure†1 2/258 (0.78%) 2/224 (0.89%) 

Skin and subcutaneous tissue 
disorders 

  

Rash maculo-papular†1 1/258 (0.39%) 0/224 (0.00%) 

Vascular disorders 

  

Deep vein thrombosis†1 2/258 (0.78%) 1/224 (0.45%) 



145 

 

Hypotension†1 0/258 (0.00%) 1/224 (0.45%) 

Lymphoedema†1 0/258 (0.00%) 1/224 (0.45%) 

†Indicates events were collected by systematic assessment. 1Term from vocabulary, MedDRA 22.1. The time 

frame for the adverse events is first dose date up to last follow-up (maximum up to 30.8 months). Serious 

Adverse Events: Safety Population included all participants who received at least one dose of sacituzumab 

govitecan or TPC. 

Abbreviation: TPC, treatment of physician’s choice. 

Source: ASCENT study data from clinicaltrials.gov [9]. 
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Appendix F. Health-related quality 

of life 
Not applicable since no specific domains from the assessment instrument need to be 

highlighted. 

[If specific domains from the assessment instrument need to be highlighted, data should 

be presented here. Argue for the relevance of the domain-specific data.] 
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TPC - parameter 3 0 N/A N/A Normal/ Cholesky 

TPC - parameter 4 0 N/A N/A Normal/ Cholesky 

OS KM random 

number 

    

Trodelvy 0 - - - 

TPC 0 - - - 

OS best fit 

parametric 

    

Trodelvy - 

parameter 1 

2.4568 N/A N/A Normal/ Cholesky 

Trodelvy - 

parameter 2 

0.5631 N/A N/A Normal/ Cholesky 

Trodelvy - 

parameter 3 

0 N/A N/A Normal/ Cholesky 

Trodelvy - 

parameter 4 

0 N/A N/A Normal/ Cholesky 

TPC - parameter 1 1.8843 N/A N/A Normal/ Cholesky 

TPC - parameter 2 0.5219 N/A N/A Normal/ Cholesky 

TPC - parameter 3 0 N/A N/A Normal/ Cholesky 

TPC - parameter 4 0 N/A N/A Normal/ Cholesky 

TTD KM random 

number 

    

Trodelvy 0 - - - 

TPC 0 - - - 

TTD best fit 

parametric 

    

Trodelvy - 

parameter 1 

1.3218 N/A N/A Normal/ Cholesky 
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Trodelvy - 

parameter 2 

1.1625 N/A N/A Normal/ Cholesky 

Trodelvy - 

parameter 3 

0 N/A N/A Normal/ Cholesky 

Trodelvy - 

parameter 4 

0 N/A N/A Normal/ Cholesky 

TPC - parameter 1 0.2404 N/A N/A Normal/ Cholesky 

TPC - parameter 2 1.1835 N/A N/A Normal/ Cholesky 

TPC - parameter 3 0 N/A N/A Normal/ Cholesky 

TPC - parameter 4 0 N/A N/A Normal/ Cholesky 

HRs     

PFS constant HR     

Trodelvy® 0.43 1.00 1.00 Lognormal 

TPC 1.00 1.85 2.88 Lognormal 

OS constant HR     

Trodelvy® 0.51 1.00 1.00 Lognormal 

TPC 1.00 1.60 2.42 Lognormal 

Treatment cost     

RDI     

Trodelvy® 0.75 65% 85% Beta 

TPC 0.75 65% 85% Beta 

Drug 

administration 

cost per week 

    

Trodelvy® 1083.33 866.67 1300.00 Gamma 

TPC 732.33 585.87 878.80 Gamma 
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Sub.Tx cost per 

week 

    

Trodelvy® 13061.91753 10449.53 15674.30 Gamma 

TPC 13061.91753 10449.53 15674.30 Gamma 

MRU cost per 

week - PFS 

    

Trodelvy® 179.38 143.51 215.26 Gamma 

TPC 179.38 143.51 215.26 Gamma 

MRU cost per 

week - PPS 

    

same for all tx 179.38 143.51 215.26 Gamma 

Terminal care cost     

One-off cost 0.00 0.00 0.00 Gamma 

Monitoring cost 

per week - PFS 

    

Trodelvy® 279.45 223.56 335.34 Gamma 

TPC 555.82 444.66 666.98 Gamma 

Adverse events 

cost 

    

Trodelvy® 8947.831395 7158.27 10737.40 Gamma 

TPC 6698.915179 5359.13 8038.70 Gamma 

Indirect Cost     

Indirect costs -PFS     

Trodelvy® 233.9949076 187.20 280.79 Gamma 

TPC 233.9949076 187.20 280.79 Gamma 

Indirect costs -PPS     
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same for all tx 275.7177823 220.57 330.86 Gamma 

Utility     

Utility - PFS     

Trodelvy® 0.676 0.66 0.70 Beta 

TPC 0.676 0.65 0.70 Beta 

Utility - PFS on 

treatment 

    

Trodelvy® 0.710 0.69 0.73 Beta 

TPC 0.626 0.60 0.65 Beta 

Utility - PFS off 

treatment 

    

Trodelvy® 0.710 0.69 0.73 Beta 

TPC 0.626 0.60 0.65 Beta 

Utility - PPS     

same for all tx 0.619 0.60 0.64 Beta 

AE disutility     

Trodelvy® -0.002 -0.0017 -0.0026 Beta 

TPC -0.001 -0.0012 -0.0018 Beta 

Appendix H. Literature searches 

for the clinical assessment 
Not applicable since the clinical assessment was informed by the head-to-head study 

ASCENT. 

H.1 Efficacy and safety of the intervention and comparator(s) 
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H.1.4 Quality assessment 

[Describe strengths and weaknesses of the literature search performed.]  

H.1.5 Unpublished data  

[The quality of any unpublished data must be specifically addressed and a publication 

plan for unpublished data must be submitted]. 
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