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BACKGROUND RESULTS Table 2. Summary of effectiveness in L plus T treatment Figure 3. Comparing time to progression in L plus T vs. previous antiHER2 line Figure 6. Time to progression according ER
* Effectiveness analysis: Clinical Benefit Rate (CBR) 35(33) [24.1to 42]
* Vertical dual blockade with trastuzumab (T) and lapatinib (L) in heavily pretreated HER2-positive * Atotal of 35 patients (33.0%) achieved a CBR (95%(CI 24.1-42.0%): 6 CR, 17 PRand 12 Cor:)pljtel geSponse 61(75':)6 : '93: 1(2)'3” o Line NpPD) MedianTTP s R (4) vs. () N (PD) MedianTTP,
MBC patients has shown consistent activity in a phase lll trial, yielding to an EMA approval for SD lasting >24 weeks (Table 2). The median time to progression (TTP) was 3.9 months A TEROIEE 10) 5.1 to 23] . Previousline 106(98) 529 (460t06.54) ER (+) 60(55)  3.91(296t0536)
the hormone-negative subgroup (1,2). (95%Cl 3.5 - 5.1) and the median overall survival (OS) was 22.5 months (95%CI| 17.1 - Stable Disease > 24 weeks 12(11.3) [5.3t0 17.4] Trastuzumab + Lapatinib 106 (100)  3.91(3.45 to 5.09) i} ER (- 46 (45) 3.96 (2.99 t0 7.16)
27.3). There was not significant differences in TTP between L plus T line and previous Subgroups Analysis S COX model with random efects: . COX model:
antIHERZ Iine (p _ 0129) (Figure 1'3)(|QR) 20_50)’ 670% preViOUSIy treated Wlth L g HR 95%CI 0.81 (0.63 to 1.03) p-value=0.129 eg HR 95%CI 1.01 (0.68 to 1.5) p-value=0.971
* However, the study was conducted among lapatinib naive patients and there is no information (Table 1). T — 1.210.7 to 2.1], p = 0.526 g o - % 3 -
about the futility of the combination in clinical practice. Yes (n=71) 22 (31) “;.’, S |
* Subgroups analysis: No (n=35) 13 (37.1) § o - *é o | ERM)
* Previous L treatment did not condition CBR, TTP and OS (Table 2 and Figures 4-5). Previous Lines with T 1.3[0.8t0 2.2], p =0.363 E i
- Higher ORR (ER-: 32.6 vs. ER+: 13.3%, p=0,017), CBR, TTP and OS were observed in ER- >=3 (n=67) 20 (29.9) S reviousiine R -
patients. However only ORR results were statistically significant (Table 2 and Figures <3 (n=39) 15 (38.5) e :
MATERIAL AND METHODS 6-7). Estrogen Receptor 0.6[0.4t01.1], p=0.112 o " 39 | 529 | | | | = 3.91::3.96 I
+ (n=60) 16 (26.7) 0 5 10 15 20 25 30 OI ; 1|0 1|5 2|O
- (n=46) 19 (41.3) Time (months) Time (months)
e \We conducted a retrospective ana|y5i5 among patients treated in Spain by COmpassive therapy 'TOXiCity: e I — I ——S
for the combination of T-L.

* Lapatinib plus trastuzumab treatment-related toxicities were reported in 60 patients
(56.6%). Severe toxicities were reported in 20 patients (18.9%). The most frequent Figure 1. Time to progression for total population of the study Figure 4. Time to progression according previous lapatinib treatment Figure 7. Overall survival according ER

toxicity was gastrointestinal disorders.

* Thestudywasapprovedbythe competentauthoritiesand Ethicscommitteesfromall participating
centers. A signed consent form was required for surviving patients.

- Severenonhematologicaland hematological toxicitieswerereportedin20(18.9%)
and 2 patients (1.9%), respectively. Only 2 patients report cardiac toxicities.

S - o : . Median TTP, '
* Major inclusion criteria were . Npp)  MedanTTe o — N MedianTTP o ER (+) vs. (1 N(deaths)  edian oo
- HER2[+] metastatic or locally advanced MBC; - N No previous 35(33)  4.83(3.02t09.43) " ER (+) 60 (42)  19.25 (13.57 to 25.26)
ECOG status 0 — 2 Trastuzumab + Lapatinib 106 (100)  3.91 (3.45 to 5.09) Previous 71 (67) 3.68 (2.99 t0 4.8) o 26 3) 27140181 16 39,60
o status 0 — 2; 5 o S o -
o~ 00 00 00
. : . . > = COX model: COX model:
 Progression on at least one prior line of trastuzumab for advanced disease; and %‘ g HR 95%CI 1.15 (0.76 to 1.76) p-value=0.512 HR 95%Cl 1.3 (0.82 to 2.06) p-value=0.267
. . L Table 1. Baseline Characteristics S z 2
e T-L treatment started before JAN/2012. Concomitant endocrine therapy for hormone-positive ‘g - 2 8- = 8-
: . : : : : = e 2
patients as well as patients with brain metastasis and/or prior exposure to L was allowed. Total—iaorgrle No 'E’“i‘g;“s L Pr(evic;lf)' L g ........ % % .....................
- Chemotherapy combinations were excluded. = n= n= 59 - v 2 T Q- 2| 1, ERO
> .
: : 58.9 61 59 S Trastuzumab + = e : :
Median age (years), median (range 0.450 e ini ; ;
ge (years) (range) (34 to 84) (39 to 84) (39 to 81) 0 _ apatin® _ 3 No previous treatment 5 - 'JI:
= N X | Previous Q] : :
. . . - . .
* Primary Outcome Total number of prior lines, median (IQR) . treatment . . . ir
e Clinical Benefit Rate (CBR) Trastuzumab 3 (2to5) 3(2to5) 4 (2 to 6) 0.115 o 1 301 o | 368} 483 = . 19255 i27.1
I I I I I I I I I I I I I I | | | | [ [ [ |
Lapatinib 1(0to 1) 0(0to0) 1(1to1) NA 0 5 10 15 20 25 30 0 5 10 15 20 25 30 0 10 20 30 40 50 60 70
Time (months) Time (months) Time (months)
’ Secondary Outcomes MBC previous lines, median (IQR) _,eeee—mm?me?m?_m™ o 0¥ b e
* Time to progressmn (TTP) Trastuzumab 3(2to4) 2(2to4) 3(2to5) 0.212 -
 Overall survival (OS) . . . . . . . o
- Toxicity Lapatinib 1(0to1) 0 (0 to 0) 1(1to1) NA Figure 2. Overall survival for total population of the study Figure 5. Overall survival according previous lapatinib treatment CONCLUSIONS
ECOG, n (%)
: ® Interim results suggest that vertical dual blockade (L plus T) remains active and safe
* Sample size 0 29(27.4) 13 (37.0) 16 (22.5) 0.113 . J9E .
A total of 111 patients were predefined for the primary outcome Median OS among patients progressing on L and/or T regimens.
¢ O : — N (deaths) edian o S - Median OS,
. o . =l V02 22(63.0) 23 (77.3) S SRS 2 = Lapatinib N(deaths)  onths 95%C] ® Overall Reponse of L plus T treatment depends on ER status, but does not depend on
* In APRIL/2014 a total of 121 patients from 13 institutions have been included. Hormonal receptor (HR), n (%) Trastuzumab + Lapatinib 106 (74)  22.5(17.1t027.3) No previous 35(29)  21.03(16.53 t0 32.43) previously antiHER2 agent administered.
- Previous 71(45)  23.36(16.23 to 30.46)
- O e @)
ER or PR (+ 67 (63.2 23 (65.7 44 (62 0,707 &
& : ) : ) — > COX model:
.. = = HR 95%CI 0.8 (0.5 to 1.28) p-value=0.344
Metastatic sites, n (%) E _ S g " REF ERENCES
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NERTELS SySIET ek T 20 (B . S = 1. Blackwell KL, Burstein HJ, Storniolo AM, et al: Randomized Study of Lapatinib Alone or in Combination With Trastuzumab in
Hepatic 52 (49.1) 16 (45.7) 36 (50.7) 0629 g S g o - Previous treatment Women With ErbB2-Positive, Trastuzumab-Refractory Metastatic Breast Cancer. J Clin Oncol 2010;28(7):1124-1130.
= = 2. Blackwell KL, Burstein HJ, Storniolo AM, et al: Overall survival benefit with lapatinib in combination with trastuzumab for
° ° ° © O
* Baseline dESCprtIOn: Lung 51(48.1) 12 (34.3) 39 (54.9) 0.045 @ |—|_ patients with human epidermal growth factor receptor 2-positive metastatic breast cancer: final results from the EGF 104900
. , . . . S o ' No previous treatment Study. J Clin Oncol 2012;30(21):2585-2592.
» At the time of this present cut-off (15/04/2014), w;formatlon from 106 patients was completed Any of previous metastases 84 (79.2) 23 (65.7) 61 (85.9) 0.016 S N .
and independently monitored. The median age of the series was 59.8 years (34.0 — 84.0); 63.2% Lapatinib :
o 5 5 5 . I 0) : . .
hormone-positive; 79.3% visceral disease; 34.9% CNS disease; 50.0% with 3 or more organs NI SET EF QRS IE.TEe, [ (76 _ 25 - . 2103} 2336 ACKNOWLEDGMENTS
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involved. Median number of prior T lines 3.0 (Interquartile Range (IQR) 2.0-5.0); 67.0% previously <3 53(50) 17 (48.6) 36 (50.7) 0.836 | ' ' ' ' ' | | > . % w an - . o
treated with L (Table 1) 0 1o 20 I Time (months) ® GlaxoSmithKline
' >=3 53(50) 18 (51.4) 35 (49.3) Time (months) W@tyvere
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