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Background (I) 

• Large cell neuroendocrine carcinoma (LCNEC) 

• 1-3% lung tumors 

• High Tumor mutational burden 

• Two molecular subtypes 

– SCLC-like (TP53/RB1 mutated) 

– NSCLC-like (TP53/STK11 or KEAP1 mutated) 

 

 

 



Background (II) 

• PD-L1 therapy 

• NSCLC: Standard of care in selected patients 

• SCLC: Less effective? Recent landmark study 

• LCNEC: Limited data 

 

Aims 

• To study prevalence of PD-L1 expression in LCNEC stage IV 

• To determine if PD-L1 expression varies in subtypes of 
LCNEC with different mutation profiles or CD8 staining 

 

 



Methods 

 
Stage IV LCNEC, retrieved from Netherlands Cancer Registry & 

Netherlands Pathology Registry (2003-2012)   
N=232 

FFPE tissue blocks 
available for NGS 

panel (N=79) 

FFPE tissue blocks 
available for IHC 
PD-L1 (N=98) 

FFPE tissue blocks 
available for IHC 

(N=109)  

NGS and PD-L1  
(N=76) 

RB1 IHC marker 
and PD-L1 (N=97) 

Panel-consensus stage IV LCNEC (review by 3 pathologists) 
N=148 

CD8 IHC marker 
and PD-L1 (N=93) 

PD-L1 (DAKO 28-8) CD8 (DAKO C8/144B) 



Results (I) 

Table 1. Expression of PD-L1 in LCNEC* (n=98) 

  PD-L1+ PD-L1- 

Total 16 (16%) 82 (84%) 

1-49% 11 (11%) - 

≥50% 5 (5%) - 

Table 2. Expression of CD8 positive cells in LCNEC (n=93) 

  CD8+ CD8- 

Tumor 41 (44%) 52 (56%) 

Stromal cells 83 (89%) 10 (11%) 



Results (II) 

N=36 N=40 N=68 N=29 

A B 

PD-L1 expression 

 



Results (III) 

* 

N=41 N=52 N=10 N=83 

C D 

PD-L1 expression 

 



Conclusion and take home message 

• PD-L1 ≥1% is expressed in 16% of stage IV LCNEC, 5% has 
expression ≥50% 

• PD-L1 staining in LCNEC is comparable to values in SCLC, but 
lower than in NSCLC  

• No difference in percentage of PD-L1 positive LCNEC is identified 
in RB1 mutated (SCLC-like) and RB1 wildtype subgroups (NSCLC-
like) 

• Expression of PD-L1 (tumor cells) and CD8 (tumor infiltrating 
cells) is associated 

• Focus on combination therapy, including PD-(L)1 therapy 
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