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Loss of Exclusivity – Quantifying the Financial Impact 
and Making Informed Decisions

Pharmaceutical companies are 
standing on the edge of a major 
patent cliff.  Due to patent ex-
piration and subsequent loss of 

exclusivity (LOE), pharmaceutical com-
panies today face tremendous financial 
pressures; more than $180 billion sales 
are at risk between 2012 and 2015.1 For 
some of the major companies, products 
comprising 70% to 80% of their world-
wide revenue will lose patent protection 
in the coming years. 

In addition to the financial obstacles, a 
drug’s LOE can also face a number of 
other challenges, such as intra-organiza-
tional conflicts and fluctuating national 
policy environments.  Within an orga-
nization, internal stakeholders can have 
varying perspectives and requirements 
when deciding on how to deal with the 
LOE (e.g. global vs. affiliates, or one af-
filiate’s benefit may be another affiliate’s 
loss) leading to delayed and/or subop-
timal decisions and eventually to loss 
of revenue. The frequent changes in the 
policy environment further increase the 

magnitude of the LOE challenge. For 
example in Spain, only one year after re-
forming the national reference price sys-
tem, the Spanish government published 
another update just recently (Royal de-
cree 9/2011), which, in addition to other 
changes, set new price regulations fol-
lowing generic entry.

As a drug’s LOE has a significant im-
pact on a company’s business, it should 
be part of an integrated lifecycle man-
agement. When making decisions on 
what can be done to optimize the life-
cycle of a drug, many companies face 
considerable uncertainties. In this mat-
ter, Europe is an especially complex case 
given the fact that countries have hetero-
geneous policies and are highly interde-
pendent. 

This article will address how the effects 
of a patent loss can best be quantified 
within the European markets and which 
factors and criteria need to be consid-
ered to do so. The outlined approach can 
partly be transferred to other markets as 
well. Furthermore we will explain which 
aspects should be looked at for risk miti-
gation and which methods are suitable 
for providing a quantifiable support for 
strategic decision making. 

Understand the impact  
of LOE on sales
A two-step approach can help to system-
atically understand the complex LOE en-
vironment in Europe and to make valid 
estimates of the financial impact. After 
taking a look at the individual countries, 
international interdependencies are con-
sidered for the pan-European perspec-
tive.

Step 1: Forecast of how LOE 
affects individual countries
The financial impact of a product’s LOE 
always has two facets: price and volume. 
The risk factors associated with LOE can 
also be categorized based on these two 

facets, to better understand the impact 
on a drug’s sales in a specific country.

First, we should find out what pricing 
possibilities exist in a market. Depend-
ing on the country, companies can chose 
between several strategic options such as 
“maintain access” or “maintain price,” 
as well as strategies that lie in between 
those two options (e.g. accepting certain 
copays). Each country has its own pric-
ing regulations for off-patent products 
that need to be considered when decid-
ing on the pricing strategy. For instance, 
in France, branded drugs undergo an 
initial mandatory price cut at patent ex-
piry (15%), and an additional one after 
18 months (12.5%). Many other markets 
do not have specific price cuts but use 
internal price referencing rules requir-
ing the off-patent brands to reduce their 
prices to a determined level to maintain 
full reimbursement, often using generic 
prices as reference. For example, in Ger-
many, if a drug is included in a fixed ref-
erence price (FRP) group, its reimbursed 
price is determined by the lower priced 
drugs included in this FRP group which 
are often generics.

Next, we should consider the volume 
developments of the market. The most 
direct way that healthcare authorities 
influence utilization is through generic 
substitution. In its most advanced form, 
pharmacists must dispense the cheap-
est available drug to patients, as is the 
practice in Sweden. It should be noted 
that although the generic substitution 
rules may be similar on paper across 
many countries, the uptake reality can 
be very different depending on factors 
such as physicians’ and patients’ brand 
loyalty, the level of generic competi-
tion in an indication, and the number 
of competitors in the market.  Consid-
ering the price and volume risks, it be-
comes clear that the room to maneuver 
differs substantially in each market. For 
example, whereas in Italy or Belgium 
options along a spectrum of compliance 
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(i.e., different patient copay levels) can 
be assessed for their impact on profitabil-
ity, in other countries whether or not to 
comply with the reference price is a fairly 
binary decision. Therefore, the strategic 
possibilities need to be explored coun-
try by country. A forecast of the poten-
tial price and volume development af-
ter LOE provides input for the revenue 
comparison of alternative scenarios and 
thus helps to determine the optimal 
pricing strategy within each country. 
Therefore multiple methods and sources 
should be used, such as analogue cases, 
company internal expertise (captured 
with structured affiliate questionnaires 
or workshops) and validation with exter-
nal stakeholders.

Step 2: Understand cross-country 
interdependencies
After evaluating the country-specific 
situation and possible options, the cross-
country interdependencies need to be 
considered. This is necessary because 
the optimal strategy on the pan-Euro-
pean level may not be the simple sum 

of best options for individual markets. 
After LOE, a price decrease in one coun-
try due to internal regulations can trig-
ger a cascade through the international 
referencing mechanism. This not only 
reduces the total European revenue po-
tential of a product, but can also change 
the optimal pricing and access strategy 
for individual markets (assuming pan-
European optimization is the goal). In-
ternational referencing is currently used 
by 24 out of 27 EU countries.2 It needs 
to be considered that international refer-
encing can differ depending on the life-
cycle phase of a drug (e.g. referencing at 
launch vs. referencing post LOE).

Besides international referencing, paral-
lel trade also needs to be considered on a 
pan-European level. While international 
referencing refers to relatively clearly out-
lined and documented regulations, par-
allel trade is the dynamic result of price 
differences and supply situations in the 
EU, which can significantly change af-
ter LOE. The quantification of the ef-
fect of parallel trade requires in depth 
understanding of the product and mar-

ket dynamics (i.e. long-term experience 
with trade histories and patterns). The 
relevant cross-country interdependencies 
can best be simulated by comprehensive 
modeling. An analytical model helps 
in tracking the numerous parameters. 
The expected price and volume develop-
ments for each strategic option identified 
in Step 1 are fed into the model, which 
then calculates the referencing effect and 
the resulting trade flows. In this way, the 
financial impact of an LOE can be eval-
uated and strategic alternatives can be 
compared based on evidence.

Risk mitigation strategies
The ultimate goal of a product lifecycle 
strategy is to optimize the total revenue 
of the franchise across the markets even 
after LOE. To do this, we need to an-
swer a number of questions. What are 
the sources of negative (spillover) effects 
on post LOE sales on a pan-European 
level and more importantly, what can we 
do to prevent these spillover effects? The 
focus should be on identifying bottle-
necks and mitigating risks. After hav-
ing identified “at-risk” countries with 
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Figure 1
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Figure 2extraordinary high 
negative LOE effects or 
markets that could trig-
ger a cascade of negative 
effects in other coun-
tries, a set of potential 
risk mitigation strate-
gies should be evaluat-
ed. The long list of risk 
mitigation strategies is 
based on the local regu-
lations and the viable 
pricing options in a par-
ticular country, identi-
fied in Step 1 (“Fore-
cast of how LOE affects 
individual countries”). 
A qualitative evaluation 
of feasibility and attrac-
tiveness helps to rank 
the potential risk miti-
gation strategies. The 
most promising strategies are then con-
sidered in the financial modeling. 

Part of the modeling is to understand 
which pricing strategy can best mitigate 
financial risks. An example is to evalu-
ate different copay strategies which can 
limit negative effects on the overall busi-
ness results, both within and across 
countries. Trade-offs need to be analyzed 
when there are promising opportunities 
in one country but a potential negative 
impact on other countries. A common 
trade-off is whether a price of a drug in 
Germany should be lowered to the fixed 
reference price level to maintain full re-
imbursement or whether the price should 
be maintained as to not jeopardize the 
price potential in other countries. If it 
is not possible to maintain the price, it 
may even be an option for some smaller 
markets to exit this market completely, 
avoiding negative effects on other coun-
tries. 

Sometimes price and product strategy 
go together: Introducing a second brand 
with potentially different price lev-
els could capture part of the post-LOE 
market while the original LOE-affected 
drug can follow a pricing strategy which 
is beneficial for the other markets. Ad-
ditionally the available range of product 
enhancements options (e.g. next-genera-

tion drug) should be considered to miti-
gate LOE risks. Sensitivity analysis on al-
ternative forecasts or policy assumptions 
can further increase the robustness of the 
strategy selection.  As a result, a detailed 
guidance on what should be done in 
which country to optimize the business 
potential at the end of a drug’s lifecycle 
is available including the impact on the 
net present value.

As a next step, the country-specific strat-
egies need to be implemented. The in-
dividual markets will have different re-
quests on how to deal with the LOE, 
which needs to be aligned with the 
global strategy. For example it should be 
clearly outlined and communicated how 
much flexibility each market is allowed, 
which could be accomplished by set-
ting target price ranges. When a coun-
try wants to deviate from this range, a 
separate business case would be needed, 
to estimate the implications on the over-
all business. In all cases though, the goal 
is to help both the local and the global 
level by providing clear guidance.

Conclusions
To identify the optimal LOE pricing 
and product strategy, it is essential to 
understand the complex LOE environ-
ment and to analyze the situation in each 
country as well as to understand the 
cross-border implications.

Activities to optimally prepare for a fu-
ture loss of exclusivity should ideally 
start well in advance to the actual pat-
ent loss. An early forecast of the finan-
cial impact makes it possible for a com-
pany to better understand the type and 
scope of possible actions, the resources 
needed, and provides insights into in-
terdependencies of decisions. This can 
also help to facilitate both internal and 
external communication regarding the 
pricing and product strategy of the LOE 
candidate as well as the implementa-
tion. The described stepwise approach 
enables responsible managers to identify 
the optimal pricing and product strat-
egy of a LOE candidate in a country and 
an entire region and to make informed 
decision on it, backed up by hard quan-
titative data. Properly executed, pharma-
ceutical companies can develop strategies 
to best respond to a LOE and exploit the 
profit potential of a drug, even at the end 
of its lifecycle. 

Endnotes
1 EvaluatePharma World Preview 2016, 
sales at risk as the worldwide product 
sales in the year prior LOE but allocated 
to the year of LOE

2 Europe’s industry wants urgent action over 
“detrimental” effects of price referencing, 
Scrip Intelligence, May 4, 2011
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equivalent to 
maintaining access if 
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