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The company’s submission (CS) 

. The company’s original evidence submission for this appraisal did not include 

analyses of the efficacy, safety or cost

specified in NICE’s scope

The company’s submission to NICE included:

RCTs 



–

s

l 

from

s



–

In the ITT population, 

The company’s systematic review conducted for the NMA identified enough evidence to enable 

company’s



–

because HR estimates were not available from the company’s NMA; and PCis as the company 

conform to NICE’s preferred methods for the meas



–

life values (‘utilities’) were attached to the 

progression health states, and ‘disutilities’ to the included AEs.  

The company’s preferred analysis was based only on direct evidence from the SQUIRE trial for 



–

Strengths

The company’s searches for the systematic review

s

phase III RCTs in its systematic review; the ERG’s update searches 

were not identified in the company’s searches

generally reflect NICE’s scope and the company’s decision problem.

The company’s systematic review 

The company’s economic model is well designed and appropriate for the decision 



–

company’s 

s

The ERG’s quality assessment of the included SQUIRE trial differed to the company’s 

s

that that company’s argument that 



–

s

uncertainty.  The company’s base case estimates rely on log



–

to changes in structural assumptions.  This included an alternative ‘base case’ 



–



–

’

’s description of 

the company’s statement in the CS, median survival in this patient population is poor



–

’s overview of current 

treatment with chemotherapy. The ERG’s expert stated that patients with stage IIIA disease can 

patient’s symptoms, to improve their quality of life and to extend their life. The clinical expert 



–

commonly used platinum doublets. This concurs with the company’s statement on CS p. 37 that 

the company’s statement in the decision problem (CS Tab

s

testing for EGFR expression was not included in the company’s cost

The ERG’s clinical expert advised that patients are not

new test. The ERG’s clinical exp



–

where a patient’s EGFR

patients with metastatic NSCLC (ID838). The ERG’s clinical expert 

’s

The population specified in the company’s decision problem is people with “

” 



–

s

in terms of patients’ prior treatment

The final scope specifies that the population should be those “untreated” 

population is those who have “not received prior chemotherapy”, the ERG’s clinical expert 

advised that clinically this is the same as “untreated advanced” disease. The ERG’s expert 

’s



–

model. The ERG considers the company’s justification for not including these comparators is 



–

The eight comparators specified in NICE’s final scope and those included in the 

mparator included in the company’s 
indicates ‘yes’)
✓

✓

✓

✓

the company has included all important outcomes in the decision problem. Given that the ERG’s 

patients’ quality of life, the ERG suggests that HRQoL is a particularly clinically important 



–

to NICE and the ERG’s clarification request 



–

Used in company’s Used in ERG’s analyse

Western European

ERG’s preferred base case

Western European
ERG’s scenario analysis

“unobserved treatment effect modifiers” (CS p. 22), including the disease burden of squamous 



–

the company’s use of the Western Europe subgroup in the base case is not sufficiently justified. 

is 

c

age (<70 versus ≥70 years; and <65 versus ≥65 years);



–

The ERG’s expert also advised that a patient’s performance status can impact treatment 

used in the company’s economic model.

s

score ≥200) for the ITT population (CS pp. 71 to 73). The CS does not provide a 

s w

s



–

e ERG’s clinical expert have

’s

company’s

s

identified. The ERG’s search



–

The ERG’s critique of the eligibility criter

c

appropriate and matched the company’s decision problem.



–

–

mg/m mg/m

relevant to the final scope and the company’s decision problem. 

were available in the company’s systematic review for people with 



–

s



–

CONSORT

of patients aged ≥ 70 years was higher in the GCis + N arm than in the GCis arm (23% ve

The company also provided patients’ baseline characteristics for the 

patients in the GCis + N arm were aged ≥18 



–

characteristics for both the ITT and Western 

the ERG’s clinical expert adv

ERG’s appraisal of whether all relevant studies were included
The CS appears to have included all relevant Phase III RCTs. The ERG’s searches did not 

from the SQUIRE trial that were not included in the company’s systematic review. 

s

two met the company’s inclusion criteria for the systematic 



–

the ERG’s searches that met the company’s inclusion criteria for the 

in the company’s clarification response, it is uncertain if the company’s searches identified all 

ssessment of the SQUIRE trial (CS Table 12 p. 56), but not 

company’s 



–

Europe subgroup (used in the company’s base ) with respect to age group (≥18 to 

; ≥70 years, GCis+N 

presented in the CS and the company’s 

CS 

the study in terms of prognostic factors, 

c



–

For the Western Europe subgroup, there were imbalances in age group (≥18 to <65 years GCis+N
GCis ; ≥70 years, GCis+N 

The ERG also notes that subgroup analyses by patients’ age and ECOG performance status 
lyses by region presented in Appendix 6 of the company’s 

c

and the company’s clarifications question response to NICE and the ERG 

’s

company’s clarifications response.



–

known to be alive. For PFS, 

ORR 

≥15 mm change from 

The CS states that the instruments

–

deterioration in LCSS was defined as a ≥15 mm increase from baseline in LCSS score, but 



–

’s

methods (clarification response A1). Below, we summarise and critique the company’s 



–

The CS reports trial results for OS (CS p. 59

CI



–

–



–

≥65 years

≥65 to <70 years

≥



–

s

meaningful difference on the scales of the LCSS is a change of ≤ 15 mm, and this was used to 

’s



–

To be eligible, RCTs had to report results for OS, PFS, toxicity 

patients with “advanced or metastatic (Stage IV)” (CS p. 85) squamous NSCLC on at least one 



–

s

The ERG considers that the company’s wid

‘Identified studies’ sub



–



–

s

arm.

are not specified in the drugs’ SmPCs. Clinical expert advice to the ERG is that although some 



–

net

SQUIRE GCis + N

Gem

VGD

SQUIRE GCis + N

Gem

VGD



–

arms 

s, other than the SQUIRE trial

were reasonably similar with respect to patients’ mean age, 

44% to 84%, stage IV 

company’s statement on CS p. 89 that covariates were similar across studies in all but two 

Company’s approach to conducting the NMA

The CS states that HRs were extracted from 



–

s the ERG’s critical appraisal of the company’s NMA. 



–

s

he results of the company’s NMA could have been 

s



–

participants’ baseline characteristics and the company 



–



–

4. If Q3 is yes, and inconsistency is 

’s

company’s 

s

by the ERG’s update searches conducted from January 2015 to present. company’s 

NMA 



–

results first for each outcome, 



–

results for all four patients populations included in the CS and company’s clarification response 

in the subsection ‘ ’,

inform the company’s base case cost

company’s 

GCis + N



–

the ERG’s searches that reported on 

c



–

GCis + N



–



–

assessment’



–



–



–

61, of the company’s clarification response.



–

Figure reproduced from Appendix 6, p. 61 of the company’s clarification response.



–

Figure reproduced from Appendix 6, p. 62, of the company’s clarification response.



–

score ≥200) and low (H



–

company’s clarifications response

OS: stratified HR (95% CI) 

PFS: stratified HR (95% CI) 

c c

c

c

c the company’s clarification response Appendix 1 states that these results were for the Western Europe 



–

s

GCis + N

GCis + N



–

GCis + N

GCis + N

provided in the company’s clarification response Appendix 1, 

c



–

≥

s



–

Patients with ≥1 treatment emergent SAE, %
Patients with ≥1 Grade ≥
Discontinued study drug due to ≥1  TEAE, n 

respectively) and ≥ 

vs



–

GCis 



–

≥Grade ≥Grade ≥Grade 3

The category of ‘Rash’ is a subset of the category ‘Skin Reactions’.
cConjunctivitis equates to ‘eye disorders’



–

response to NICE and the ERG’s clarifications questions, to reflect the population specified in 

s

GCis 



–

The company’s interpretation of the evidence is not fully appropriate and justified. The ERG has 

response to NICE’s and the ERG’s clarification questions. 

s

The company’s 

It is uncertain if the OS benefits



–

The company’s systemat

the company’s statement on 



–

’s

company’s

(Section 5.1 of the CS, p

ompany’s

company’s Table 47 (p.



–

Sm

GCis + N

screening), 107 for ‘not first

line treatment’ (6 at full



–

s

’s



–

model submitted with the company’s 
c

Time 



–



–

t (NPD



–

–



–



c

c

c

c



–

s



–



–



–

It is assumed that patients 

ries from UK 

(BSA) t found in Sacco et al. 



–

A number of the treatments 



–

We agree that this is the best 

NMA AE



–

N 



pany’s NMA highly uncertain; please see 

’s

KM

KM



–

c

Description

KM

KM



–

c



–



–

–



–



–

KM

KM



–



–



–

KM

from



–



–

Upper CI

SQUIRE

SQUIRE

SQUIRE



–

was not supplied as requested in the company’s 



–

Upper CI



–

There are several limitations in the company’s approach to measuring quality of life. They went 



–

derived from sources that have poor compliance with NICE’s preferred methods of HRQoL 



–

metastatic squamous NSCLC and who are receiving first

abstracted the requested data elements which existed in the patient’s chart at 

collected for use in this study. The patient’s 



–



–

erlotinib. The company’s estimated cost for each daily erlotinib administration is 



–

First

mg/m

mg/m

mg/m

mg/m

mg/m eMit 

mg/m

mg/m

mg/m

mg/m

mg/m

D mg/m it



–

Description



–

Required

l 

—



–

Required

Antiemetic’s 



–

Required



–

Resource use and costs for patients receiving supportive care

Required

—

Description



–

Description

—

Overall, the company’s analysis of



–

Calculation of resource use and cost of adverse events

Description

using the CPI from the ONS to £3



–

Deterministic results from the company’s base case econ

–

GCis + N



–

– –

–

GCis + N

QALY for GCis + N  compared with GCis.

–

GCis + N



–

KM mean μ and point standard error σ ) ~ LN(μ , σ

μ ]* (σ / σ

Hazard ratios for indirect comparators  



–



–

that the company’s 



–



–

c

–



–

–

c

–

–



–

–

–



–

–

202,036
115,907

70,788
66,708
61,590
63,949
62,009
59,898
59,979
59,237
59,081
58,858
58,774
58,685
58,626

33,298
41,467
44,601
48,741
50,640
53,787
54,526
55,716
56,042
56,397
56,712
56,594
56,680
56,770
56,823

­455,144.25 33,298.25 521,740.75

Overall survival GC+N
Overall survival GC

Treatment discontinuation GC+N
Drug cost per administration of Necitumumab

Progression free survival GC+N
Progression free survival GC

Cost of administration of chemotherapies per subsequent stay
Utility progressive state

Non­drug costs progressive state on active treatment
Utility on maintenance treatment

Non­drug costs stable state on maintenance treatment
Discontinuation of induction treatment GC

Per cycle risk of adverse events for Gemcitabine + Cisplatin
Per cycle risk of adverse events for GC+N

Cost per AE Gemcitabine + Cisplatin



–

– the company’s base case analysis relates

– the company’s

– in the company’s base, PFS was defined as radiographic 

–

–

–

substates were estimated from the  SQUIRE EQ



–

’s scenario analyses for the Western European subgroup with EGFR 



–

is 



–

y

–

–



–

RG

‘ 1Model’ and 
‘Comp2Model’ 

company’s assumption 

‘Wastage’ sheet 

‘Per Cycle 
calculations’ cells 

‘Drug Costs’ sheet 



–

c

validity’, a check of correct model assumptions and coding.  Concordance with E1594 results 



–

SQUIRE
SQUIRE

SQUIRE
SQUIRE



–



–

rom last 

GCis.



–

SQUIRE

company’s approach, but tested the 

The company’s approach to costing was 



–

KM



–



–

Comparison
QALYs QALYs

GCis + N vs GCis



–

a shorter ‘tail’ than the log

N 



–

arms of the SQUIRE trial, but that it is inconsistent to use different functi

– iterating the conclusions of the company’s tornado 



–

GC

–
–

–
–
–
–
–
–
–
–
–
–
–
–

–
–
–
–



–

–

with most of the assumptions in the company’s base case analysis, with two notable exceptions.  

The second set of assumptions in the company’s base case analysis that we question, are 

QALY gained.  Although considerably higher than the company’s base ca



–

The company argues that necitumumab meets NICE’s criteria in the ‘Supplementary Advice for 

extending, end of life treatments’. The company states that expected survival in 

The ERG agrees that the company’s estimate of the population size (CS Table 93, p. 233) 

the company’s rational

ng subgroup data in the company’s model (submitted in the clarifications response), the 

’s

in NICE’s end of life criteria.



–

dvice to the ERG. It provides direct 



–

ion.  The effectiveness of 

Although the methods used for the company’s economic evaluation were generally of a good 

The ERG’s preferred set of modelling assumptions included use of th



–



–

A, Thatcher N, Luft AV, et al. Safety and efficacy of necitumumab (N) during 

(18) Reck M, Gralla RJ, Bonomi P, et al. 



–

–

Locadia M, Bossuyt PMM, Stalmeier PFM, et al. Treatment of venous 



–


