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Introduction 
 

Pertuzumab was first introduced following the results of the pivotal trial CLEOPATRA. This was 
a phase III randomized controlled trial that compared the combination 
of pertuzumab / trastuzumab / docetaxel with the placebo / trastuzumab / docetaxel 
combination in 808 first-line patients treated for a HER2-positive MBC.  
  
After a follow-up of 8 years, the final analysis showed that 37 % of the patients 
receiving pertuzumab were still alive. These results presented at the 2019 ASCO Annual 
Meeting reported a gain in median overall survival (OS) of 16.3 months  with a OS of 40.8 
months for the placebo group and 57.1 months for the pertuzumab group (HR: 0.69; 95% CI 
0.58-0.82, p <0.001). 
 
Since July 2015, based on these results, pertuzumab is approved and funded as a first line 
MBC treatment for HER2 positive patients by Québec’s Ministère de la Santé et des Services 
sociaux (MSSS). 
 

Methods 
 
Objectives 
• Describe and assess the real-world use of pertuzumab;  
• Report objective response (OR), overall survival (OS) and progression-free survival (PFS) 

after four years of follow-up.  
• Describe the causes of treatment interruption  
• Compare the PGTM data with the available literature on pertuzumab / trastuzumab in the 

treatment of HER2-positive MBC.  

 
Participants 
• A search in the hospital pharmacy computer systems identified patients who received 

pertuzumab between July 1st 2015 and March 31st 2017;   
• Medical records of every patient who received pertuzumab between these dates were 

reviewed and followed until May 31st 2019.   

 
Methods 
• Study design: retrospective descriptive analysis;   
• Clinical data information sources: medical files (paper or electronic), pharmacy and 

oncology nursing notes, laboratory results and any other useful documentation;   
• Data management: Information was collected on a standardized data collection sheet 

and entered into an Excel 2010 database;   
• Statistical analyses: Descriptive data are presented as mean ± SD, median (range) or %.  
 
The complete protocol is available at: http://www.pgtm.qc.ca 
 

Results 
 
Eighty-six patients were included in the analysis (median age of 56 [32-78]). Eleven patients 
(13 %) were older than 70 at treatment initiation. Eastern Cooperative Oncology Group 
(ECOG) score was 0-1 in 43 patients, 2-4 in 12 patients and unknown in 31 patients. 

 
Table 1. Patient characteristics 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 

  

Results (continued) 
 
Adverse events were seen in 62.8 % of patients, occurring mostly during the first 6 cycles of 
treatment while the patients were also receiving chemotherapy.  
 
Patients with poor performance status and older were more likely to experience adverse events, 
early discontinuation or early death of any cause than other patients (ECOG 0-1 or younger 
patients).  
 

Table 4. Early discontinuation, adverse events and death according to 
ECOG score and age (older than 70) 
 

 

 

 

 

 

 

 

 
 

Table 5. Results in our population compared to the CLEOPATRA study  
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 

NR – Not reached  

 

Conclusion 
 
As with several studies carried out in a “real world” setting where we sometimes treat a more 
vulnerable patient population, the combination of pertuzumab and trastuzumab seems to be 
somewhat less effective than in the pivotal study. This is demonstrated by the percentage the 
PGTM population (84 %) who obtained a clinical benefit through response or stabilization of the 
disease during treatment compared to 94.6 % for the group treated with pertuzumab in the 
Cleopatra study.   
 
Median OS and PFS were comparable to the Cleopatra study. The median OS in the PGTM 
population was not yet reached (with a median follow up of 32 months) and median PFS was 27 
months (CI 95% 9.9 – 44.1 months) compared to 57.1 and 18.7 months respectively in the final 
results of the Cleopatra study.  
 
The lower response rate seen in this population may be explained by patients with poorer ECOG 
scores at initiation of treatment, older patients than in the pivotal trial and patients 
receiving pertuzumab as a second-line treatment or more.   
 
Limitations 
• Retrospective study  
• Completeness of notes in patient medical files may vary between clinicians 
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Results (continued) 
 
Pertuzumab, trastuzumab  in combination with a taxane was the first line MBC treatment in 74 
patients (86 %) (of these 74 patients, 5 received a first line hormonal treatment as it was 
allowed in the CLEOPATRA study); 12 received at least one line of treatment in the metastatic 
setting prior to pertuzumab. 
 

Figure 1. Previous treatment for metastatic disease 
 
 
 
 
 
 
 
 
 
 
At the time of the initial approval by the MSSS, the combination of pertuzumab and 
trastuzumab was approved only with docetaxel. Eighty-four patients received combination 

therapy at initiation, while two received only pertuzumab and trastuzumab.   
 

Table 2. Initial chemotherapy combined to pertuzumab / trastuzumab 
 
 
 
 
 
 
 
 
 
 
 
 
 

 
 
 
At the time of data cut-off, median follow up was 32 months.  
• Median time on pertuzumab and trastuzumab was 13.3 months (range 6 to 30 months) 
• Pertuzumab and trastuzmab treatment were: 
            - Ongoing in 22 patients (25.6 %) 
            - Discontinued in 61 patients (70.9 %) 
                   - 34 patients due to progression 
                   - 12 patients due to adverse events 
                   - 6 patients due to death while on active treatment 
                   - 9 patients for other reasons (ex: patient’s decision, deterioration in performance   
                     status (ECOG)) 
                   - Unknown (lost to follow-up) in 3 patients (3.5 %) 
 

Table 3. Subsequent therapy received by patients  
 
 
 
 
 
 
 
 
 
 
 
 
         *Not an approved use of pertuzumab according to Québec’s formulary  

 
On May 31st 2019, 26 of the 86 patients (30.2 %) were deceased. Clinical benefit (complete 
response, partial response or stabilization of the disease) was obtained in 73 patients (85 %) 
during treatment. 
 
Figure 2. Progression-free and overall survival in first line patients  
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 The median OS was not yet reached and median PFS was 27 months (CI 95% 9.9 – 44.1 months). 

Number of patients (%) 
(N = 86) 

Age 

Patients older than 70 11 (12.8 %) 

Patients 70 and younger 75 (87.2 %) 

Hormonal receptor status 

Estrogen (+) / progesterone (+)  22 (25.6 %) 

Estrogen (+) / progesterone (-)  27 (31.4 %) 

Estrogen (-) / progesterone (-)  35 (40.7 %) 

Estrogen (-) /progesterone (+)  or unknown 2 (2.3 %) 

HER2 status 

HER2 (+) 85 (98.8 %) 

Equivocal 1 (1.2 %) 

ECOG 

0 – 1  43 (50 %) 

2 – 4  12 (14 %) 

Unknown / Not found in file 31 (36 %) 

No prior treatment (86 %)

1 prior line of treatment (5.8 %)

2 prior lines of treatment (5.8 %)

3 or more prior lines of treatment (2.3 %)

Initial chemotherapy received in combinaison 
 to pertuzumab /trastuzumab 

Number of patients 
(n = 84) 

Docetaxel 51 (60.7 %) 

Paclitaxel 32 (38.1 %) 

Vinorelbine 1 (1.2 %) 

Reasons for using chemotherapy  
other than docetaxel 

Number of patients 
(n = 33) 

Prior intolerance to docetaxel 1 (3 %) 

Advanced age or poor performance status 2 (6.1 %) 

Abnormal liver function 2 (6.1 %) 

Patient receiving paclitaxel at time of pertuzumab approval 4 (12.1 %) 

Unknown / Justification not found in medical file 24 (72.7 %) 

Number of patients (%) 
(N = 86) 

Not applicable 31 (36 %) 

Treatment ongoing at data cut-off 22 (25.6 %) 

Deceased during initial treatment 6 (7 %) 

Lost to follow-up 3 (3.5 %) 

No subsequent treatment  9 (10.5 %) 

At least one subsequent treatment  46 (53.5 %) 

Resumption / addition of chemo to the 
pertuzumab / trastuzumab combination* 

6 (7 %) 

Early discontinuation 
(< 8 weeks) 

Interruption 2ary to 
adverse events 

Death while on 
active treatment 

Total population (N = 86) 12 of 86 (14 %) 12 of 86 (14 %) 6 of 86 (7 %) 

ECOG 0 – 1 (n = 43) 5 of 43 (12 %) 3 of 43 (7 %) 2 of 43 (5 %) 

ECOG 2 – 4 (n = 12) 3 of 12 (25 %) 5 of 12 (42 %) 3 of 12 (25 %) 

ECOG unknown (n = 31) 4 of 31 (13 %) 4 of 31 (13 %) 1 of 31 (3 %) 

Patients older than 70 (n = 11) 5 of 11 (45 %) 5 of 11 (45 %) 2 of 11 (18 %) 

ECOG 0 – 1 (n = 4) - - 1 of 4 (25 %) 

ECOG 2 – 4 (n = 3) 2 of 3 (66 %) 2 of 3 (66 %) 1 of 3 (33 %) 

ECOG unknown (n = 4) 3 of 4 (75 %) 3 of 4 (75 %) - 

Study PGTM 
PGTM 

(1st line) 
CLEOPATRA CLEOPATRA CLEOPATRA 

CLEOPATRA 
(Final 

results) 

Median  
follow-up 

 
32 months 

 
32 months 

 
19 months 

 
30 months 

 
50 months 

 
99 months 

Population  
size (N) 

86 74 404 404 404 404 

Median PFS 27 months 27 months 18.5 months 18.7 months - - 

Median OS NR NR NR NR 56.5 months 57.1months 

Deaths  30.2 % 31 % 17.1 % 27.9 % 41.6 % 63 % 

Clinical 
benefit 

85 % 84 % 94.6 % 94.6 % - - 
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