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▪ Multicentric real-world analysis of patients with early-stage TNBC  
treated with neoadjuvant pembrolizumab plus chemotherapy at ten 
cancer centers since July 2020.

▪ Effectiveness outcomes included pathologic complete response (pCR) 
and event-free survival (EFS).

Methods

1. Patients with SHT had worse outcomes with P+NCT compared to those with 
NST tumors. 
2. Metaplastic carcinoma was associated with lower pCR and lower EFS rates. 
3. Although lobular carcinoma had pCR rates similar to NST, an unfavorable EFS 
was also observed in this group.
4. These results underscore the need for developing new tailored therapeutic 
strategies for these rare subtypes of TNBC.
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Results

Special histological types (SHT) of triple-negative breast cancer (TNBC) 
exhibit distinct biological behavior and treatment responses. However, due 
to their rarity, patients with SHT are underrepresented in clinical trials. We 
aimed to evaluate the effectiveness of pembrolizumab (P) combined with 
neoadjuvant chemotherapy (NCT) in patients with SHT of TNBC.

Introduction Table 1. Patients’ characteristics

Variable
Metaplastic 

(N=20)
Lobular 
(N=16)

Other SHT 
(N=15)

NST 
(N=645)

P-value

Age, median 
(range)

51 (22-74) 58 (40-82) 49 (38-80) 44 (21-91) 0.003

Premenopausal 7 (39%) 2 (17%) 7 (47%) 299 (54%) 0.114

Stage
   II
   III

15 (75%)
5 (25%)

12 (80%)
3 (20%)

8 (53%)
7 (47%)

456 (73%)
169 (27%)

0.380

Grade 3 (%) 16 (84%) 7 (50%) 7 (50%) 461 (76%) 0.018

Ki-67 ≥50% (%) 10 (53%) 8 (53%) 5 (36%) 474 (76%) <0.001

BRCA mutated (%) 2 (10%) 2 (12%) 0 (0%) 97 (15%) 0.461

AC schedule
   Every 3 weeks
   Dose-dense

9 (47%)
10 (53%)

8 (57%)
6 (43%)

7 (50%)
7 (50%)

291 (47%)
332 (53%)

0.914

726 patients in Neo-Real study

645 (88.8%) NST
26 (3.6%) unknown 

histology

20 metaplastic

16 lobular

Table 2. pCR and EFS of special histological types

pCR OR (95% CI) 2-year EFS HR (95% CI)

NST 64.7% ref 88.0% ref

Lobular 69.2% 1.22 (0.37-4.04) 61.9% 3.98 (1.60-9.89)

Metaplastic 16.7% 0.10 (0.031-0.38) 77.7% 2.67 (1.07-6.63)

Other SHT 46.2% 0.46 (0.15-1.41) 78.3% 2.26 (0.71-7.21)

51 (7%) SHT
4 (0.6%) 

undifferentiated

15 other subtypes 

9 apocrine

3 micropapillary

2 neuroendocrine

1 medullary

• pCR rates were markedly lower in metaplastic tumors compared to NST and lobular subtypes. 
• With a median follow-up of 22 months, 83 events of disease recurrence or death were 

recorded. Lobular and metaplastic tumors were associated with significantly lower 2-year EFS 
compared to NST. 

• These differences remained significant in a multivariable Cox regression including tumor 
grade and stage (Table 2). 

• Disease progression during P+NCT was significantly higher in the metaplastic group (33%) 
compared to NST (3%) and lobular tumors (0%) (p = 0.001). However, all but one patient with 
progression in the metaplastic group underwent surgery. 
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