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If Trikafta Isn’t Good Enough for ICER,
What Drug Is?


Jessica Sagers




Last week ICER released a report concluding that
Vertex’s groundbreaking triple-combination cystic
brosis (CF) drug, Trikafta, is too expensive for
the value it provides to patients.
By all scienti c and clinical standards—including
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ICER’s own—Trikafta, a novel combination of a
CFTR potentiator and two correctors, is a
transformative drug. It compensates for a
mutation present in 90% of all CF patients, turning

a disease that has long been a death sentence into a manageable chronic
condition. Following stellar Phase 3 data, the FDA approved Trikafta ve
months ahead of schedule. The patient, physician, and research communities
exploded in exuberance when it was approved. NIH director Francis Collins,
who helped discover the CFTR gene in 1989, whipped out his guitar and sang
on stage in celebration.
ICER awarded Trikafta an “A” – its highest grade – for “certainty that Trikafta
provides a substantial net health bene t over standard of care.” However, the
magnitude of this achievement did not translate to a favorable review on price.
Trikafta is priced comparably to similar drugs for rare conditions, at just under
$24,000 per month in the US. And that’s a list price – insurance plans and
Medicaid pay a lower but undisclosed net price, so after typical discounts and
rebates (~15%), Trikafta’s net price is likely closer to $20,000 per month.
Once a patient starts on the drug, they have to stay on it to manage their
disease. That’s not unusual for small molecule drugs or injectable biologics.
But Trikafta works better for CF than most drugs work for their respective rare
diseases. Even so, in ICER’s words: “Despite [Vertex’s CF drugs] being
transformative therapies, the prices set by the manufacturer – costing many
millions of dollars over the lifetime of an average patient – are out of
proportion to their substantial bene ts.”
This assessment caused an outcry among patients and foundations. They
argued that the drug is a life-changer, and that ICER’s analysis didn’t include
important variables that matter to patients. In a sentence that shocked CF
families, ICER argued that even if Trikafta were able to generate a total
functional cure such that patients never experienced any complications related
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to their disease, the drug would still not be worth paying for at the price set by
Vertex:
“As an extreme scenario analysis, we evaluated Trikafta as a curative
therapy and found that the cost-e ectiveness ratio of lifetime therapy
with Trikafta continued to far exceed commonly used cost-e ectiveness
thresholds even under the assumption that it maintained individuals
with CF in normal health such that they never experienced any
symptoms or complications of CF.” (emphasis added)
The callousness of this response aside, it isn’t that a drug—or even a cure—can
never be overpriced. That’s conceivable, especially in the absence of any
competition. But ICER tries to make the point that Trikafta is overpriced while
leaving a lot of math on the table that does not suit its argument.
It’s worth exploring those overlooked variables and the societal norms that
underlie value-based pricing analyses, which CF patients have cited in their
defense of this vital medicine. It’s especially important to take this broader
view considering how those norms might change following the COVID-19
pandemic. Let’s explore more accurate ways to model cost-e ectiveness so
that we don’t risk talking ourselves out of inventing what we really need.

Drug costs are mortgages, not rents
Healthcare costs in the United States are on the rise and will continue to
increase. This is because paying for the time and expertise of trained medical
professionals, keeping hospitals and clinics clean and operational, and
maintaining the huge administrative burden of our medical system is expensive
and will remain so. These costs are like an ever-rising rent that we as a society
will always have to pay.
But drug costs are mortgages, not rents. Drugs are the only element of the
healthcare system that not only pay for themselves but save our system money
in the long run. How? They go generic. After a new drug enjoys a nite branded
period, patents expire, competitors enter the market, prices drop by 85-90%,
and that advancement belongs to society as a low-priced generic forever. By
law, Trikafta will go this route one day, too, most likely within about 15 years
from its launch, as nearly all small-molecule drugs do. Vertex’s monopoly is
temporary, not permanent, by design.
But ICER’s methodology does not take into account the fact that any drug
will go generic. Instead, they model the drug’s launch price as its price each
year for the entire lifespan of each patient, wildly overestimating its total
lifetime cost.
For the sake of argument, let’s assume an average CF patient starts taking
Trikafta at age 10 and gets the patented drug for 15 years. If the patient
remains in steady health, as would reasonably be assumed based on the drug’s
pro le, that 25-year-old patient in the year 2035 can expect many more years
of healthy living on this drug at a less expensive generic price, not today’s
premium branded one. ICER isn’t unaware of this aw; rather, they expressly
refuse to address it.
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When called out on this point multiple times by CF patients and foundations,
ICER punts:
“As is consistent with best practices at international HTA agencies and with the
great preponderance of academic work in health economics, ICER’s coste ectiveness analyses do not routinely make estimates of price changes across
comparator treatments linked to patent and exclusivity time horizons,
especially given the unpredictability of these changes in the US health care
market.”
Yet the fact that a small molecule drug like Trikafta will go generic is one of the
few predictable things about healthcare. One can model the possibility that
some patent gamesmanship may result in a few years’ delay of a generic launch
(inappropriate though it may be), but when modeling value on the scale of
decades, these uncertainties hardly alter the fact that Trikafta’s genericization
is inevitable. ICER argues that uncertainty in the timing of genericization and
whether the price will drop by 80%, 85%, or 90% precludes modeling it at all.
This is a disingenuous strategy, to say the least, and ignores a simple modeling
assumption that can and should be factored in.
Economists who have modeled the impact of genericization have pointed out
that doing so reveals a drug to be two- to three-fold more cost-e ective
than misrepresenting its mortgage cost as rent. Payers, regulators, and the
biotech community should spurn ICER’s analyses if they continue to neglect
drugs’ core value proposition. At this point, continuing to refuse to account for
genericization is tantamount to perpetuating disinformation.

COVID-19 expands our de nition of value
What would it be worth to you to know that if you contracted COVID-19, there
would be a safe, e ective treatment to get you back on your feet?
What would that peace of mind do for you when deciding whether to allow
family members to go back to work or school?
What would such reassurance do for the global economy?
The COVID-19 pandemic illustrates that another vital bene t that drugs
provide (and value-based pricing analyses fail to capture) is peace of mind: the
freedom to act, plan, and work without the threat of a disease hijacking your
life.
The mother of a CF patient captures this intangible bene t in her exchange
with ICER:
CF Mother: ICER’s report fundamentally fails to capture the monumental
progress my son has achieved thanks to this triple-combination therapy. Increased
pulmonary function is important, but it is the freedom to prepare for a fruitful
future rather than to prepare for death that matters most. The larger point here
is that the improvements that matter most to patients are not at the center of
ICER’s cost-e ectiveness analysis.
ICER: We modeled Trikafta as a cure and it still did not meet societal norms for
cost relative to bene t.

3/5

What ICER dismisses is that “societal norms for cost relative to bene t” are
ours to set. ICER’s “societal norms” re ect the norms of its own sta , and
certainly the publicly stated sensibilities of its major backer, billionaire John
Arnold. But they do not represent those of the majority of Americans, who
view healthcare as a human right. America excels in nurturing the kind of
innovation that advances its goals. It is within our country’s means and abilities
to improve our health and that of the world.
With the capabilities of biomedical innovation now on display and the world
calling for more COVID-19 investment from all of society’s pockets –
government, insurance, non-pro t, and private sector – the pockets that
everyone acknowledges we must not reach into are those of patients. Patients
need a ordable drugs, and America can make that possible not just for most,
as it does now, but for all with proper insurance reform. That means ensuring
that all Americans are insured and minimizing barriers to access for essential
medications (i.e. by reducing out-of-pocket costs). Then we can collectively
incentivize and fuel innovation to solve our unmet needs. We can do that by
paying branded prices that, while seemingly high per patient, are nite and, in
the long run, represent better value than continuing to su er from the
diseases that plague us.
Right now in the US, because of Trikafta, about 30,000 patients have a new,
hopeful outlook on life. Every one of them is surrounded by family members
that can now worry less about managing the disease and start thinking more
about pursuing their own dreams. There is substantial human potential that
can be unleashed whenever a powerful new drug like Trikafta comes along.
Until we achieve insurance reform for everyone, we can put some patches in
place to pay for this advance. The COVID-19 pandemic has already shown us
that this is doable: for example, by capping insulin copayments at $35 for
everyone regardless of insurance status and o ering many medicines for low
xed costs to tens of millions of the uninsured. If drugmakers and insurers can
do this for patients now, they can do it in the future.
It’s time we recognize that value can’t be captured by a single
organization’s formula – especially one with the gall to insist a launch price
lasts forever and that disregards the value of curing a devastating disease for
ourselves and future generations. It’s hard to think of a societal norm more
American than investing towards an accomplishment as immense as
conquering CF, taking pride as a nation in getting the job done, and celebrating
the heroes who did it.
RA Capital is a registered investment adviser. This material is not intended, and
should not be construed as, investment advice or recommendation to invest in any
security. Likewise, this material is not intended as a solicitation to invest in any RA
Capital product or service.
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GENERAL DISCLAIMERS

General Disclaimers
The information contained herein (the “Materials”) is provided for
informational and discussion purposes only and contains statements
of opinion and belief. The Materials are not, and may not be relied on
in any manner as, legal, tax, or investment advice. The Materials do not
constitute an offer to sell, a solicitation to buy, or a recommendation
for any security, nor do they constitute an offer to provide investment
advisory or other services by RA Capital Management, L.P. and its affiliates
and/or any investment products it advises (collectively, “RA Capital” or the
“Firm”). Each recipient should make its own investigations and evaluations
of RA Capital, and any investment products it advises, and should consult
its own attorney, business adviser, and tax adviser as to legal, business,
tax, and related matters thereto. The information contained in the
Materials is not intended to be, and should not be viewed as, “investment
advice” within the meaning of 29 C.F.R. §2510.3-21 or otherwise.
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Any views expressed herein, unless otherwise indicated, are those of RA
Capital as of the date indicated, are based on information available to RA
Capital as of such date, and are subject to change, without notice, based
on market and other conditions. No representation is made or assurance
given that such views are correct and such views may have become
unreliable for various reasons, including changes in market conditions
or economic circumstances. Such views may have been formed based
upon information, believed to be reliable, that was available at the time
the Materials were published. Certain information contained herein
concerning economic trends and/or data may be based on or derived
from information provided by independent third-party sources. RA
Capital believes that the sources from which such information has been
obtained are reliable; however, it cannot guarantee the accuracy of
such information and has not independently verified the accuracy or
completeness of such information or the assumptions on which such
information is based. RA Capital has no duty or obligation to update the
information contained herein.
The content of the Materials neither constitutes investment advice nor
offers any opinion with respect to the suitability of any security. Any
references, either general or specific, to securities and/or issuers are for
illustrative purposes only and are not intended to be, and should not be
interpreted as, advice or recommendations to purchase, continue to hold,
or sell such securities, or as an endorsement of any security or company.
Certain current and prior investments may be highlighted in order to
provide additional information regarding RA Capital’s investment strategy,
the types of investments it pursues, and current or anticipated exit
strategies. In addition, due to confidentiality restrictions, the information
contained herein might not reference investments in certain companies.
Accounts managed by RA Capital may invest in certain companies
referenced in the Materials; however, RA Capital makes no guarantees
as to accuracy or completeness of views expressed in the Materials. Any
strategies and companies referenced in the Materials may not be suitable
for all investors.
As stated above, the Materials are not an offer or solicitation for the
purchase or sale of any security, including any interest in RA Capital
Healthcare Fund, L.P. (the “Master Fund”) or RA Capital Healthcare
International Fund Ltd. (the “Offshore Fund,” and, collectively with the
Master Fund, the “Fund”), and should not be construed as such. Such
an offer will only be made by means of a confidential Private Placement
Memorandum (the “PPM”) to be furnished to qualified investors upon
request. The information contained herein is qualified in its entirety by
reference to the PPM, which contains additional information about the
investment objective, terms, and conditions of an investment in the Fund,
and also contains certain disclosures that are important to consider
when making an investment decision regarding the Fund. In the case of
any inconsistency between any information contained herein or in the
Materials and the PPM, the terms of the PPM shall control.
The Materials are proprietary and confidential and may include
commercially sensitive information. As such, the Materials must be
kept strictly confidential and may not be copied or used for an improper
purpose, reproduced, republished, or posted in whole or in part, in any
form, without the prior written consent of RA Capital. The recipient of the
Materials must not make any communication regarding the information

contained herein, including disclosing that the Materials have been
provided to such recipient, to any person other than its authorized
representatives assisting in considering the information contained herein.
Each recipient agrees to the foregoing and to return (or destroy upon RA
Capital’s instructions) the Materials promptly upon request.
Any investment strategies discussed herein are speculative and involve
a high degree of risk, including loss of capital. Investments in any
products described herein and the Fund’s performance can be volatile,
and investors should have the financial ability and be willing to accept
such risks. An investor could lose all or a substantial amount of his or
her investment. The Fund may be leveraged. Interests in the Fund are
illiquid, as there is no secondary market for the Fund interests, and none
is expected to develop. The Fund interests are subject to restrictions on
transfer. Prior to investing in the Fund, investors should read the PPM and
pay particular attention to the risk factors contained therein. Fees and
expenses charged in connection with an investment in the Fund may
be higher than the fees and expenses of other investment alternatives
and may offset investment profits of the Fund. RA Capital has total
trading authority over the Fund. The use of a single advisor applying
generally similar trading programs could mean lack of diversification and,
consequentially, higher risk. A portion of the trades executed for the Fund
may take place on foreign exchanges. It should not be assumed, and no
representation is made, that past investment performance is reflective
of future results. Nothing herein should be deemed to be a prediction
or projection of future performance. To the extent any prior or existing
investments are described, RA Capital makes no representations, and
it should not be assumed, that past investment selection is necessarily
reflective of future investment selection, that any performance discussed
herein will be achieved or that similar investment opportunities will be
available in the future or, if made, will achieve similar results.
In particular, to the extent valuation information is provided for any
unrealized investments, such valuations are RA Capital’s estimates as
of the date set forth in the Materials, and there can be no assurance
that unrealized investments will be realized at such valuations. While
RA Capital believes any valuations presented herein are reasonable,
such valuations may be highly subjective, particularly for private
investments, and are based on information provided by third parties and/
or RA Capital’s assumptions, any or all of which might be mistaken or
incomplete. Actual realized returns will depend on, among other factors,
future operating results, the value of the assets and market conditions at
the time of disposition, any related transaction costs, and the timing and
manner or sale, all of which may differ from the assumptions on which the
valuations contained herein are based. As a result of the foregoing, actual
realized returns may differ materially from the valuations contained herein.
Certain information contained in this document constitutes “forwardlooking statements,” which can be identified by the use of forward-looking
terminology such as “may,” “will,” “should,” “expect,” “anticipate,” “target,”
“project,” “estimate,” “intend,” “continue,” or “believe,” or the negatives
thereof or other variations thereon or comparable terminology. Due to
various risks and uncertainties, actual events or results or the actual
performance of any investment may differ from those reflected or
contemplated in such forward-looking statements. Prospective investors
should not rely on these forward-looking statements when making an
investment decision.
None of the information contained herein has been filed with the U.S.
Securities and Exchange Commission, any securities administrator under
any securities laws of any U.S. or non-U.S. jurisdiction, or any other U.S. or
non-U.S. governmental or self-regulatory authority. No such governmental
or self-regulatory authority will pass on the merits of any offering of
interests by RA Capital or the adequacy of the information contained
herein. Any representation to the contrary is unlawful. The interests in the
Fund have not been, and will not be, registered under the U.S. Securities
Act of 1933, as amended, or qualified or registered under any applicable
state, local, provincial, or other statutes, rules, or regulations. The Fund
has not been, and will not be, registered as an investment company under
the U.S. Investment Company Act of 1940, as amended.

