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1 Background

On 8 August 2016, the Federal Joint Committee (G-BA) commissioned the Institute for
Quality and Efficiency in Health Care (IQWiG) to conduct supplementary assessments for
Commission A16-17 (Necitumumab [lung cancer] — Benefit assessment according to 835a
Social Code Book (SGB) V [1]).

In the framework of the oral hearing on 8 August 2016 on the benefit assessment of
necitumumab, one of the persons submitting comments referred to the survival time curve of
the SQUIRE study and particularly highlighted the long-term survival under necitumumab.
As an example, the person stated that at the time point of 3 years, twice as many patients
survived under necitumumab than under the control treatment. This conclusion was
challenged in the hearing because estimations from the right side of survival time curves from
oncological studies are mostly very uncertain because generally at these time points only few
patients are still under observation. This uncertainty could not be estimated on the basis of the
available figure because the pharmaceutical company (hereinafter referred to as “the
company”) in the dossier provided no information on the number of patients at risk at
different time points [2]. This deviated from the requirements in the dossier template [3]. The
company’s comment [4] also did not contain the corresponding information.

After the oral hearing, the company submitted supplementary information on the proportion
of patients at risk. The G-BA commissioned IQWIG to assess this information regarding
validity and plausibility.

The responsibility for the present assessment and the results of the assessment lies exclusively
with IQWIG. The assessment is forwarded to the G-BA. The G-BA decides on the added
benefit.
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2 Assessment

Figure 1 shows the survival time curve of the SQUIRE study on the comparison of
necitumumab in combination with gemcitabine and cisplatin versus gemcitabine and cisplatin
in patients with metastatic epidermal growth factor receptor (EGFR) expressing squamous
non-small cell lung cancer (NSCLC) who have not received prior chemotherapy for this stage
of the disease. This figure was already submitted with the dossier [2] and presented in dossier
assessment A16-17.

ek N /HR (95% CI):
Unstratified 0.81 (0.70, 0.93); p=0.003
Stratified  0.79 (0.69, 0.92); p=0.002
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Figure 1: Kaplan-Meier curve for overall survival — RCT, direct comparison: necitumumab +
gemcitabine + cisplatin vs. gemcitabine + cisplatin (EGFR+ population)

After the oral hearing, the company subsequently submitted the information on the number of
patients at risk at several time points. These are shown in Figure 2.

Patients at Risk - SQUIRE EGFR+ Population

Month 0 2 4 6 B 10 12 14 16 48 20 22 24 28 28 30 32 34 36 38 40
GemVCis+Nec 462 421 381 353 311 253 211 180 156 114 87 73 56 38 28 18 12 3 3 0 0
Gem/Cis 473 429 380 31 270 221 193 158 133 95 66 54 42 29 24 17 8 7 3 f 0

Figure 2: Number of patients at risk at different time points — RCT, direct comparison:
necitumumab + gemcitabine + cisplatin vs. gemcitabine + cisplatin (EGFR+ population)

Firstly, it should be noted that the company subsequently submitted only the information in
Figure 2 and not, as customary, the complete Kaplan-Meier curve including the information
on the patients at risk. This does not ensure a direct relation to the survival curve in Figure 1.

Institute for Quality and Efficiency in Health Care (IQWIiG) -2-



Addendum A16-53 Version 1.0
Necitumumab — Addendum to Commission A16-17 22 August 2016

Figure 2 shows that the number of patients at risk decreases in the course of the study, which
is due to patients with event, in this case deaths, and censorings. In the time after 2 years, at
the latest after month 30, the number of patients at risk is very small, however. At the time
point of 3 years (36 months) mentioned in the hearing, there were only 3 patients at risk in
each treatment group. No conclusions on a survival advantage in one of the groups can be
derived from these small numbers of patients on the basis of the risk estimations for survival
in the treatment groups at this time point.

The data subsequently submitted did not influence the result of the assessment of dossier
assessment A16-17.
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