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-veHtioiHfom-eiTh js a method for extending progression free 
survival in a HER2-positive breast cancer patient population by 6 months or more comprising 
administering Pertuzumab, Trastuzumab and chemotherapy (e.g. taxane, such as Docetaxel) to the 
patients in the population. Optionally the method results in an objective response rate of 80% or more 
in the patients in the population. The the breast cancer is optionally metastatic or locally recurrent, 
unresectable breast cancer, or de novo Stage IV disease. In one embodiment, the patients in the 
population: have not received previous treatment or have relapsed after adjuvant therapy, have a left 
ventricular 
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ejection fraction (LVEF) of >50% at baseline, and/or have an Eastern Cooperative Oncology Group 

performance status (ECOG PS) of 0 or 1. Optionally, the HER2-positive breast cancer is defined as 

immunohistochemistry (IHC) 3+ and/or fluorescence in situ hybridization (FISH) amplification ratio 

>2.0. Optionally, the method reduces the risk of death by about 34% or more relative to a patient 

5 treated with Trastuzumab and the chemotherapy. 

In another aspect, the invention-^K^ernsAiso disclosed is a method of combining two HER2 
antibodies to treat I-IER2-positive cancer without increasing cardiac toxicity in a ITER2~positive 
cancer patient population, comprising administering Pertuzumab, Trastuzumab, and chemotherapy to 
the patients in the population. Optionally, cardiac toxicity in the patient population is monitored for 

10 incidence of symptomatic left ventricular systolic dysfunction (LVSD) or congestive heart failure 
(CHF), or for decrease in left ventricular ejection fraction (LVEF).. The HER2-positive cancer is 
optionally, breast cancer, for example metastatic or locally recurrent, unresectable breast cancer, or 
de novo Stage IV disease. 

disclosed is an article of manufacture 
15 comprising a vial with Pertuzumab therein and a package insert, wherein the package insert provides 

the safety data in Table 3 or Table 4 and/or the efficacy data in Table 2, Table 5, Figure 8, or Figure 
10. 

The Hweftfi^R-disclosure additionally concerns a method for making an article of 
manufacture comprising packaging together a vial with Pertuzumab therein and a package insert, 

20 wherein the package insert provides the safety data in Table 3 or Table 4 and/or the efficacy data in 
Table 2, Table 5, Figure 8, or Figure 10. 

In a related aepeeiembodiment, the tffv^rtk*B-d i sc 1 osure concerns a method of ensuring safe 
and effective use of Pertuzumab comprising packaging together a vial with Pertuzumab therein and a 
package insert, wherein the package insert provides the safety data in Table 3 or Table 4 and/or the 

25 efficacy data in Table 2, Table 5, Figure 8, or Figure 10. 
Optionally, the article of manufacture comprises a single-dose vial containing about 420mg 

of Pertuzumab. 
Optionally, the package insert further comprises the warning box in Example 4. 
Optionally, the package insert further provides the Overall Survival (OS) efficacy data in 

30 Example 9 or Table 14. 
In one aspect, there is provided use of Pertuzumab, Trastuzumab. and carboplatiii-based 

chemotherapy in the manufacture of a medicament for treating early-stage HER2-positive breast 
canccr in. a patient, wherein the carboplatin-based chemotherapy comprises Docctaxel and 
Carboplatin. 

35 jffrflaey*ep-aspeeM&&-H¥veitiieft-eefteeFiwAlso disclosed is a method of treating early-stage 

HER2-positive breast cancer comprising administering Pertuzumab, Trastuzumab, and chemotherapy 

to a patient with the breast cancer, wherein the chemotherapy comprises anthracycline-based 

chemotherapy (for example, 5-FU, epirubicin, and cyclophosphamide (FEC)), or carboplatin-based 

chemotherapy (for example, Docetaxel and Carboplatin). Optionally, Pertuzumab is administered 

40 concurrently with the anthracycline-based chemotherapy or the carboplatin-based chemotherapy. In 

one embodiment of this method, Pertuzumab administration does not increase cardiac toxicity 

relative to the treatment 
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without Pertuzumab. Such treatment of early-stage HER2-positive breast cancer optionally comprises 

neoadjuvant or adjuvant therapy. 

. The invention-disclosure further concerns a method of treating HER2-positive cancer in a 

patient comprising co-administering a mixture of Pertuzumab and Trastuzumab from the same 

5 intravenous bag to the patient. Such method optionally further comprises administering 

chemotherapy to the patient. 

In a related a^eefcmbodiroenl, the j&veatieB-disclosure provides an intravenous (IV) bag 

containing a stable mixture of Pertuzumab and Trastuzumab suitable for administration to a cancer 

patient. The mixture is optionally in saline solution; e.g. comprising about 0.9% NaCl or about 

10 0.45% NaCl. The IV bag is optionally a 250mL 0.9% saline polyolefm or polyvinyl chloride 

infusion bag. In one embodiment, the IV bag which contains a mixture of about 420mg or of about 

840mg of Pertuzumab and from about 200mg to about lOOOmg of Trastuzumab. In one embodiment, 

the mixture is stable for up to 24 hours at 5°C or 30°C. Stability of the mixture can be evaluated by 

one or more assays selected from: color, appearance and clarity (CAC), concentration and turbidity 

15 analysis, particulate analysis, size exclusion chromatography (SEC), ion-exchange chromatography 

(IEC), capillary zone electrophoresis (CZE), image capillary isoelectric focusing (iCIEF), or potency 

assay. 

The present disclosuresx;.vcntkm provides a new treatment regimen for gastric cancer. In 
particular, the present disclosurcfflyg-B-fem- concerns the treatment of HER2-positivegastric cancer in 

20 human subjects with a combination of Trastuzumab, Pertuzumab and at least one chemotherapy. 
In one g&fieeteiiibodimeiit the discI/osurciBwm-Hrffi concerns a method of treating HER2-

positive gastric cancer in a human subject, comprising administering to the subject Pertuzumab, 
Trastuzumab, and a chemotherapy. 

In one a^seefcnihodiinent, the disciosurettwt^fekm- concerns a method of treating gastric 
25 cancer in a human subject comprising administering Pertuzumab to the subject with gastric cancer, 

wherein Pertuzumab is administered at a dose of 840 mg in ail treatment cycles. 
In another aspectembodiment. the disciosconcerns a method of improving 

survival in a human subject with HER2-positive gastric cancer, comprising administering to the 
subject Pertuzumab, Trastuzumab, and a chemotherapy. 

30 In yet another embodimentaspeet. the disclosureiaveErtiea concerns Pertuzumab for use in the 
treatment of HER2- positive gastric cancer in a human subject in combination with Trastuzumab and 
a chemotherapy. 

In a further embodimentaspech the disclosurektvcntion concerns the use of Pertuzumab in 
the preparation of a medicament for the treatment of IIER2-positive gastric cancer, wherein the 

35 treatment comprises administration of Pertuzumab in combination with Trastuzumab and a 
chemotherapy. 

In a still further e.mi:n idimeYitassegt, the di sc 1 osurei-Bver.t ion concerns the use of Trastuzumab 

in the preparation of a medicament for the treatment of HER2-positive gastric cancer, wherein the 

treatment comprises administration of Trastuzumab in combination with Pertuzumab and a 

40 chemotherapy. 
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In another embodimenta-s^e-et, the disciosureinvenlioa concerns a kit comprising a container 

comprising Pertuzumab and instructions for administration of the Pertuzumab to treat HER2-positive 

gastric cancer in a subject in combination with Trastuzumab and a chemotherapy. 

In yet another embodimenta-spee-h the di sc 1 osur eieventioconcerns a kit comprising a 

5 container comprising Trastuzumab and instructions for administration of the Trastuzumab to treat 

HER2-positivegastric cancer in a subject in combination with Pertuzumab and a chemotherapy. 

In all embodhnfintsaspeefe, the gastric cancer can, for example, be non-resectable locally 

advanced gastric cancer, or metastatic gastric cancer, or advanced, post-operatively recurrent gastric 

cancer, which may not be amenable to curative therapy by known methods. In ail 

10 embodimentsasgeets. the gastric cancer includes adenocarcinoma of the stomach or gastroesophageal 

junction. In all aspects, in a particular embodiment the patient did not receive prior anti-cancer 

treatment for metastatic gastric cancer. In att-aspeeterift-a particular embodiment, the chemotherapy 

comprises administration of a platin and/or fluoropyrimidine. In certain embodiments, the platin is 

cisplatin. In other embodiments, the fluoropyrimidine comprises capecitabine and/or 5-fluorouracil 

15 (5-FU). In all aspect sembodiments. the patient's HER2-positive status may, for example, be IHC 3+ 

or IHC 2+/ISH+. In all aspeoteembodiments, in particular embodiments, the treatment improves 

survival, including overall survival (OS) and/or progression free survival (PFS) and/or response rate 

(RR). In all aspeets, in particular embodiments, the patient has an ECOG PS of 0-1. In all 

embodi mentsaspeets, treatment cycles are generally separated from each other by four weeks or less, 

20 or by three weeks or less, or by two weeks or less, or by one week or less. 

In a particular embodimentasgeet. the disclosureifiventioii concerns a method of treating 
HER2-positive non-resectable or metastatic adenocarcinoma of the stomach or gastroesophageal 
junction in a human patient who did not receive prior chemotherapy for metastatic disease, except 
prior adjuvant or neoadjuvant therapy completed more than six months before the current treatment, 

25 comprising administering Pertuzumab, Trastuzumab, cisplatin, and capecitabine and/or fluorouracil 
(5-FU) to the patient in an amount to improve progression free survival (PFS) and/or overall survival 
(OS), wherein the patient has an ECOG PS of 0-1. In a particular embodiment, the patient did not 
receive prior treatment with a platin. 

In another embodimentasgeek the disclosureeivsnt ie» concerns a method of improving 

30 progression free survival in a patient with HER2-positive non-resectable or metastatic 

adenocarcinoma of the stomach or gastroesophageal junction comprising administering Pertuzumab 

to the patient in combination with Trastuzumab and chemotherapy. 

In yet a further embodimentaspect, the discJosureirivcntioii concerns a method of treating 

HER2-positive breast cancer in a patient comprising administering Pertuzumab, Trastuzumab and 

35 vinorelbine to the patient. Optionally the Pertuzumab and Trastuzumab are co-administered to the 

patient from a single intravenous bag. The breast cancer is optionally metastatic or locally advanced. 

In one embodiment, the patient has not previously received systemic non-hormonal anticancer 

therapy in the metastatic setting. 
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Ill another enibodimentaspeet, the disciosureinventioft concerns a method of treating HER2-
positive breast cancer in a patient comprising administering Pertuzumab, Trastuzumab, and 
aromatase inhibitor (e.g. aiiastrazole or letrozole) to the patient. Optionally, the breast cancer is 
hormone receptor-positive advanced breast cancer, wherein the hormone receptor is estrogen 
receptor (ER) and/or progesterone receptor (PgR), for example. According to this embodiment of the 

m, patient has not previously received systemic nonhormonal anticancer therapy in 
the metastatic setting. Moreover, the patient herein optionally receives induction chemotherapy (e.g. 
comprising taxane). 

In an additional embodiment, the disclosuromvefttiea concerns a method of treating a cancer 
10 patient comprising administering to the patient an initial dose of 840mg of Pertuzumab followed 

every 3 weeks thereafter by a dose of 420mg of Pertuzumab, and further comprising re-administering 
an 840mg dose of Pertuzumab to the patient if the time between two sequential 420mg doses is 6 
weeks or more. Optionally, the method further comprises administering 420mg of Pertuzumab every 
3 weeks after the re-administered 840mg dose. In one embodiment, the cancer patient has HER2-

15 positive breast cancer. 
In a further cmbodimentaspeei. the disciosureHwegaea concerns a method for treating 

HER2-positive metastatic or locally recurrent breast cancer in a patient comprising administering 

Pertuzumab, Trastuzumab and taxoid (e.g. Docetaxel, Paclitaxel, or wa£>-paclitaxel) to the patient, 

wherein the patient has been previously treated with a Trastuzumab and/or lapatinib as adjuvant or 

20 neoadjuvant therapy. 

In yet a further embodiraemasf^eet, the disclosureinvention concerns a method for treating 

low HER3 ovarian, primary peritoneal, or fallopian tube cancer in a patient comprising administering 

Pertuzumab and chemotherapy the patient, wherein the chemotherapy comprises taxoid (e.g. 

paclitaxel) or topotecan. 

25 In an additional embodimenta-ageeE, the disclosureiiweefaeB concerns a method for treating 

low HER3 ovarian, primary peritoneal, or fallopian tube cancer in a patient comprising administering 

Pertuzumab and chemotherapy to the patient, wherein the low HER3 cancer expresses HER3 mRNA 

at a concentration ratio equal or lower than about 2.81 as assessed by polymerase chain reaction 

(PCR). In one embodiment, the chemotherapy comprises gemcitabine, carboplatin, paclitaxel, 

30 docetaxel, topotecan, or pegylated liposomal doxorubicin (PLD). Optionally, the chemotherapy 

comprises paclitaxel or topotecan. In one embodiment, the cancer is epithelial ovarian cancer that is 

platinum-resistant or platinum-refractory. 

Brief Description of the Drawings 

Figure 1 provides a schematic of the HER2 protein structure, and amino acid sequences for 

35 Domains I-IV (SEQ ID Nos. 1 -4, respectively) of the extracellular domain thereof. 

Figures 2A and 2B depict alignments of the amino acid sequences of the variable light (VL) 

(Fig. 2A) and variable heavy (VH) (Fig. 2B) domains of murine monoclonal antibody 2C4 (SEQ ID 

Nos. 5 and 6, respectively); VL and VH domains of variant 574/Pertuzumab (SEQ ID Nos. 7 and 8, 

respectively), and human VL and VH consensus frameworks (hum K1, light kappa subgroup I; humlll, 

40 heavy subgroup III) (SEQ ID Nos. 9 and 1.0, respectively). Asterisks identify differences between 
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WHAT IS CLAIMED IS: 

1. Use of Pertuzumab, Trastuzumab, and carboplatin-based chemotherapy in the 

manufacture of a medicament for treating early-stage HER2-positive breast cancer in a patient, 

wherein the carboplatin-based chemotherapy comprises Docetaxel and Carboplatin. 

2. The use according to claim 1, wherein the Pertuzumab is to be administered concurrently 

with the carboplatin-based chemotherapy. 

3. The use according to claim 1 or 2, wherein the medicament is to be used in a neoadjuvant 

or adjuvant therapy. 
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WHAT IS CLAIMED IS: 

1. A method for extending progression free survival in a HER2-positive breast cancer patient 
population by 6 months or more comprising administering Pertuzumab, Trastuzumab and 

chemotherapy to the patients in the population. / 

2. The method of claim 1 which results in an objective response rate of 80% or more in the 
patients in the population. 

3. The method of claim 1 or claim 2 wherein the chemotherapy comprises taxane. 

4. The method of claim 3 wherein the taxane is Docetaxel. 

5. The method of any one of claims 1 to 4 wherein the breast cancer is metastatic or locally 
recurrent, unresectable breast cancer, or de novo Stage IV disease. 

6. The method of any one of claims 1 to 5 wherein the patients in the population have not 

received previous treatment or have relapsed after adjuvant: therapy. 

7. The method of any one of claims 1 to 6 wherein the HER2-positive breast cancer is defined 

as immunohistochemistry (IHC) 3+ and/or fluorescence in situ hybridization (FISH) amplification 

ratio >2.0. 

8. The method of any one of claims 1 to 7 wherein the patients in the population have a left 
./ 

ventricular ejection fraction (LVEF) of >50% at baseline. 

9. The method of any one of claims 1 to 8 wherein the patients in the population have an 

Eastern Cooperative Oncology Group performance status (ECOG PS) of 0 or 1. 

10. A method of combining two HER2 antibodies to treat HER2-positive cancer without 
increasing cardiac toxicity in a HER2-positive cancer patient population, comprising administering 
Pertuzumab, Trastuzumab, and chemotherapy to the patients in the population. 

11. The niethod of claim 10 wherein cardiac toxicity in the patient population is monitored for 
incidence of symptomatic left ventricular systolic dysfunction (LVSD) or congestive heart failure 

(CHF), or decrease in left ventricular ejection fraction (LVEF). 

12; The method of claim 10 or claim 11 wherein the HER2-positive canccr is breast cancer. 

: 13. The method of any one of claims 10 to 12 wherein the breast cancer is metastatic or locally 

recurrent, unresectable breast cancer, or de novo Stage IV disease. 
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14. An article of manufacture comprising a vial with Pertuzumab therein and a package insert,/ 
/ 

wherein the package insert provides the safety data in Table 3 or Table 4. / 

15. The article of manufacture of claim 14 wherein the package insert provides the efficacy data 

in Table 2, Table 5, Figure 8, or Figure 10. / 

' 
16. The article of manufacture of claim 14 or claim 15 wherein the vial is a single-dose vial 

containing about 420mg of Pertuzumab. / 
/ 

17. A method for making an article of manufacture comprising packaging together a vial with 

Pertuzumab therein and a package insert, wherein the package insert provides the safety data in Table 
3 or Table 4. / 

18. A method of ensuring safe and effective use of Pertuzumab comprising packaging together a 

vial with Pertuzumab therein and a package insert, wherein tli6 package insert provides the safety 

data in Table 3 or Table 4 and the efficacy data in Table 2/table 5, Figure 8, or Figure 10. 

19. A method of treating early-stage HER2-positive breast cancer comprising administering 

Pertuzumab, Trastuzumab, and chemotherapy to inpatient with the breast cancer, wherein the 

chemotherapy comprises anthracycline-based chemotherapy, or carboplatin-based chemotherapy. 

20. The method of claim 19 wherein chemotherapy comprises anthracycline-based chemotherapy 
which comprises 5-FU, epirubicin, and.cyclophosphamide (FEC). 

21. The method of claim 20 wherein the Pertuzmab is administered concurrently with the 

anthracycline-based chemotherapy. 

22. The method of claim 19 wherein the chemotherapy comprises carboplatin-based /•' 
chemotherapy which comprises Docetaxel and Carboplatin. 

/ 
23. The method of claim 22 wherein the Pertuzmab is administered concurrently with the 
carboplatin-based chemotherapy. 

24. The method of any one of claims 19 to 23 wherein Pertuzumab administration does not 
/ 

increase cardiac toxicity relative to the treatment without Pertuzumab. 

25.' The method of any one of claims 19 to 24 which comprises neoadjuvant or adjuvant therapy. 

26. A method of treating HER2-positive cancer in a patient comprising co-administering a 

mixture of Pertuzumab and Trastuzumab from the same intravenous bag to the patient. 
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27. The method of claim 26 which further comprises administering chemotherapy to the patient. 

28. An intravenous (IV) bag containing a stable mixture of Pertuzumab and Trastuzumab 

suitable for administration to a cancer patient. 

29. The IV bag of claim 28 wherein the mixture is in saline solution. 

30. The IV bag of claim 29 wherein the saline solution comprises about 0.9% NaCl or about 
0.45% NaCl. 

31. The IV bag of any one of claims 28 to 30 which is a250mL 0.9% saline polyolefm or 
polyvinyl chloride infusion bag. 

32. The IV bag of any one of claims 28 to 31 which contains a mixture of about 420mg or about 

840mg of Pertuzumab and from about 200mg to about lOOOmg of Trastuzumab. 

33. The IV bag of any one of claims 28 to 32 wherein the mixture is stable for up to 24 hours at 
5°C or 30°C. 

34. The IV bag of any one of claims 28 to 33 wherein stability has been evaluated by an assay 
selected from the group consisting of: color, appearance and clarity (CAC), concentration and 

turbidity analysis, particulate analysis, size exclusion chromatography (SEC), ion-exchange 

chromatography (IEC), capillary zone electrophoresis (CZE), image capillary isoelectric focusing 
(iCIEF), and potency assay. 

35. A method of treating HER2-positive gastric cancer in a human subject comprising 

administering Pertuzumab, Trastuzumab, and chemotherapy to the subject with HER2-positive 
gastric cancer. 

36. The method qf claim 35 wherein the gastric cancer comprises non-resectable locally 

advanced gastric cancer, or metastatic gastric cancer, or advanced, post-operatively recurrent gastric 
cancer, which may not be amenable to curative therapy by known methods, or adenocarcinoma of the 
stomach or gastroesophageal junction. 

37. The method of claim 35 or claim 36 wherein the patient has not received prior anti-cancer 

treatment for metastatic gastric cancer, has an Eastern Cooperative Oncology Group Performance 
Status Scale (ECOG PS) of 0-1, or has a HER2-positive status of IHC 3+ or IHC2+/ISH+. 

38. The method of any one of claims 35 to 37 wherein the chemotherapy comprises platin 
(cisplatin) and/or fluoropyrimidine (capecitabine or 5-fluorouracil (5-FU)). 
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39. The method of claim 38 wherein Pertuzumab, Trastuzumab, cisplatin, and capecitabine or 5-

FU are administered. ,^ 

40. The method of any one of claims 35 to 39 wherein Pertuzumab is administered at a dose of 
840 mg in all treatment cycles. . / 

41. The method of any one of claims 35 to 40 which improves overall survival (OS) relative to a 
patient treated with Trastuzumab and the chemotherapy only, or improves progression free survival 

(PFS) or response rate (RR) relative to treatment with Trastuzumab and chemotherapy only. 

42. A method of treating gastric cancer in a human subject comprising administering Pertuzumab 
to the subject with gastric cancer, wherein Pertuzumab is administered at a dose of 840 mg in all 

treatment cycles. 

43. The method of claim 42 wherein Pertuzumab is administered at the dose of 840 mg for six 
treatment cycles. 

44. The method of claim 42 or claim 43 which maintains Pertuzumab trough levels above about 

20 jig/mL in the subject. 

45. The method of any one of claims 42 to 44 further comprising administering Trastuzumab and 

chemotherapy to the subject. 

46. A method of treating HER2-positive non-resectable or metastatic adenocarcinoma of the 
stomach or gastroesophageal junction in a human patient who did not receive prior chemotherapy for 

metastatic disease, except prior adjuvant or neoadjuvant therapy completed more than six months 

before the current treatment, comprising administering Pertuzumab, Trastuzumab, cisplatin, and 
capecitabine or fluorouracil (5-FU) to the patient in an amount to improve progression free survival 

(PFS) and/or overall survival (OS), wherein the patient has an Eastern Cooperative Oncology Group 
Performance Status Scale (ECOG PS) of 0-1. 

47. A method of improving progression free survival (PFS) in a human patient with HER2-

positive non-resectable or metastatic adenocarcinoma of the stomach or gastroesophageal junction 

comprising administering Pertuzumab to the patient in combination with Trastuzumab and 
chemotherapy. 

48. A method of treating HER2-positive breast cancer in a patient comprising administering 

Pertuzumab, Trastuzumab and vinorelbine to the patient. 
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49. The method of claim 48 wherein the Pertuzumab and Trastuzumab are co-administered to the'1 

patient from a single intravenous bag. / 
/ 

50. The method of claim 48 or claim 49 wherein the breast cancer is metastatic or locally 

advanced. 

51. The method of any one of claims 48 to 50 wherein the patient has not previously received 
systemic non-hormonal anticancer therapy in the metastatic setting. 

52. A method of treating HER2-positive breast cancer in a patient comprising administering 

Pertuzumab, Trastuzumab, and aromatase inhibitor to the patient. 

53. The method of claim 52 wherein the aromatase inhibitor is anastrazole or letrozole. 

54. Ilie method of claim 52 or claim 53 wherein the breast cancer is hormone receptor-positive 

advanced breast cancer. / 

55. The method of claim 54 wherein the hormone receptor is estrogen receptor (ER) and/or 

progesterone receptor (PgR). / 

56. The method of any one of claims 52 to 55 wherein the patient has not previously received 

systemic nonhormonal anticancer therapy in-the metastatic setting. 

57. The method of any one of claims 52 to 56 wherein the patient receives induction 

chemotherapy. 

58. The method of claim 57/whcrein the induction chemotherapy comprises a taxane. 

59. The method of claim 17 or claim 18 wherein the package insert further comprises the 

warning box in Example/4. / / 

60. A method of treating a cancer patient comprising administering to the patient an initial dose 

of 840mg of Pert&zumab followed every 3 weeks thereafter by a dose of 420mg of Pertuzumab, and 
further comprising re-administering an 840mg dose of Pertuzumab to the patient if the time between 
two sequential 420mg doses is 6 weeks or more. 

61. / The method of claim 60 further comprising administering 420mg of Pertuzumab every 3 

weeks after the re-administered 840mg dose. 

/62. The method of claim 60 or claim 61 wherein the cancer patient lias HER2-positive breast 

cancer. 
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/ 
63. The method of any one of claims 1 to 13 which which reduces the risk of death by about 3$% 

/ 
or more relative to a patient treated with Trastuzumab and the chemotherapy. / 

/ 
/ 

64. The method of claim 17 or claim 18 wherein the package insert further provides the/Overall 
/ 

Survival (OS) efficacy data in Example 9 or Table 14. / 

/ 
65. A method for treating HER2-positive metastatic or locally recurrent breast cancer in a patient 

comprising administering Pertuzumab, Trastuzumab and taxoid to the patient, wherein the patient has 

been previously treated with a Trastuzumab and/or lapatinib as adjuvant or neoadjuvant therapy. 

66. The method of claim 65 wherein the taxoid is Docetaxel, Paclitaxel, or rcafr-paclitaxei, 
/ 

67. The method of claim 65 wherein the taxoid is Paclitaxel or n«6-paclitaxel. 

68. The method of any one of claims 65 to 67 wherein the patient has been previously treated 

with Trastuzumab as neoadjuvant therapy. / 

69. A method for treating low HER3 ovarian, primary peritoneal, or fallopian tube cancer in a 

patient comprising administering Pertuzumab and chemotherapy to the patient, wherein the low 

HER3 cancer expresses HER3 mRNA at a concentration ratio equal or lower than about 2.81 as 

assessed by polymerase chain reaction (PCR). / 

70. The method of claim 69 wherein thfc chemotherapy comprises gemcitabine, carboplatin, 

paclitaxel, docetaxel, topotecan, or pegyiated liposomal doxorubicin (PLD). 

71. The method of claim 70 wherein the chemotherapy comprises paclitaxel or topotecan. 
/ 

/ 
72. The method of any on/of claims 69 to 71 wherein the cancer is epithelial ovarian cancer that / 
is platinum-resistant or platifrum-refractory. 

/ 
/ 
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