Supplementary Material
The weighted average monthly costs of treatment incurred among MBC patients receiving each line of treatment during the active cancer treatment phase (Table 2) are calculated in the following manner. First, the drug and administration costs for each treatment intervention within a drug class are determined on a per month basis, and these vary between treatments depending on dosing schedule and cost per dose. The monthly drug and administration costs for each drug class (Supplementary Table 1) are then estimated from the respective monthly costs of each related treatment intervention, which are weighted based on its market share contribution within its drug class (not shown). Finally, the weighted average monthly costs of treatment for each line of treatment (Table 2) are generated through the sum of the weighting of monthly drug and administration costs for each drug class by its proportion of market share in the treatment of MBC (Supplementary Table 1) by line of treatment.
In mathematical terms, the calculation of weighted average monthly costs of treatment for each line of treatment is shown below:

TxCost_Drug 

= TxCost_Dose X Dose_Month
TxCost_DrugClass 

= TxCost_Drug1 X MktShare_Drug1 + TxCost_Drug2 X MktShare_Drug2 + TxCost_Drug3 X MktShare_Drug3 + ……
TxCost_Line 

= TxCost_DrugClass1 X MktShare_DrugClass1 + TxCost_DrugClass2 X MktShare_DrugClass2 + TxCost_DrugClass3 X MktShare_DrugClass3 + ……
Where

TxCost_Dose is the drug and administration cost for a single dose of each drug
TxCost_Drug is the monthly drug and administration cost for each drug within a drug class
TxCost_DrugClass is the monthly drug and administration cost for each drug class
TxCost_Line is the weighted average monthly costs of treatment for each line of treatment
Dose_Month is the number of doses administered per month for each drug
MktShare_Drug is the market share for each drug within the drug class
MktShare_DrugClass is the market share for each drug class in the treatment of MBC

Management costs of treatment-related Grade 3 or 4 toxicities are applied as one-off costs among MBC patients in each line of treatment. To estimate the toxicity management cost for each drug class (Supplementary Table 1), the event management costs for a range of common toxicities (Table 2) are applied to the respective toxicity frequencies for each drug, then weighted by the drug’s market share contribution within its drug class. Finally, the weighted average management costs of treatment-related Grade 3 or 4 toxicities for each line of treatment are generated through the sum of the weighting of toxicity management cost for each drug class by its proportion of market share in the treatment of MBC (Supplementary Table 1).

ToxCost_DrugClass 

= (ToxCost_Event1 X ToxInc_Event1Drug1 + ToxCost_Event2 X ToxInc_Event2Drug1 + ToxCost_Event3 X ToxInc_Event3Drug1 + ……) X MktShare_Drug1 + (ToxCost_Event1 X ToxInc_Event1Drug2 + ToxCost_Event2 X ToxInc_Event2Drug2 + ToxCost_Event3 X ToxInc_Event3Drug2 + ……) X MktShare_Drug2 + (ToxCost_Event1 X ToxInc_Event1Drug3 + ToxCost_Event2 X ToxInc_Event2Drug3 + ToxCost_Event3 X ToxInc_Event3Drug3 + ……) X MktShare_Drug3 + ……
ToxCost_Line

= ToxCost_DrugClass1 X MktShare_DrugClass1 + ToxCost_DrugClass2 X MktShare_DrugClass2 + ToxCost_DrugClass3 X MktShare_DrugClass3 + ……
Where

ToxCost_DrugClass is the toxicity management cost for each drug class
ToxCost_Event is the per event toxicity management cost  
ToxInc_EventDrug is the frequency of a specific toxicity event for each drug 
ToxCost_Line is the weighted average toxicity management cost for each line of treatment
MktShare_Drug is the market share for each drug within the drug class
MktShare_DrugClass is the market share for each drug class in the treatment of MBC



Supplementary Table 1. Treatment Market Share (%), Monthly Drug and Administration Costs, and Treatment-related Toxicity (Grade 3/4) Management Costs, by Drug Class

	Drug Class
	Drug
	Class Share of Treatments by 
Line of Treatment * a 
	Monthly Drug and Administration Costs
	Treatment-related Toxicity (Grade 3/4) Management Costs

	
	
	1st Line
	2nd Line
	3rd/4th Line
	
	

	Anthracyclines
	Doxorubicin (Adriamycin®), Epriubicin (Ellence®), Liposomal Doxorubicin (Doxil®) 
	20%
	8%
	9%
	$2,981
	$871

	Taxanes 
	Docetaxel (Taxotere®), Paclitaxel (Taxol®), nab (Abraxane®), Ixabepilone (Ixempra®)
	54%
	43%
	38%
	$3,642
	$3,976

	Anti-metabolites
	5-Fluorouracil, Capecitabine (Xeloda®), Gemcitabine (Gemzar®), Methotrexate, Cyclophosphamide (Cytoxan®)
	20%
	26%
	33%
	$3,022
	$1,889

	Vinca Alkaloids 
	Vinorelbine (Navelbine®)
	7%
	16%
	18%
	$3,124
	$3,200

	Hormonal 
	Tamoxifen, Anastrozole (Arimidex®), Letrozole (Femara®), Exemestane (Aromasin®), Fulvestrant (Faslodex®)
	59%
	50%
	42%
	$432
	$1,855

	HER2-targeted therapies
	Trastuzumab (Herceptin®), Lapatinib (Tykerb®)
	22%
	23%
	24%
	$6,518
	$4,874

	Non-HER2-targeted therapies
	Bevacizumab (Avastin®)
	15%
	23%
	19%
	$11,172
	$1,258


*For example, anthracyclines are used in 20% of 1st Line treatments. Total share sums to ≥100% due to treatment combinations of multiple drug classes within the same line of treatment.

a Source: Pfizer, Inc., data on file

�One reviewer requested, but we suggest that this may not be needed.


�Same comment as above





