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Bullishon " STIFEL!!
Biotech .

tds easy to be Mindless| y. posi %*:5‘@»«{% .
harder to be optimistic going into 2026 given how far the biotech
market rose in the second half of.2025. = -

A ’

In this report we review the fundamental reasons to like thié market.
’ . O

Still.

\

~We at Stifel believe that the upside in the biotech sector is just
getting started. s

A\




Historically Speaking, What Are the Odds that 2026 Wil
be an Up Year in Biotech?

Here is a question to start with: how many investment banks ever come out and say the
market is going to go down?

Nasdaq Biotech Index (NBI)
Nov 1993 to Dec 31, 2025

(10]0]0)

Stifel is one. Our Barry Bannister was bearish on the overall stock market in 2025 and
was correct. In case you are worried, he sees the market going up around 10% in 2026.
And we have occasionally gone bearish on biotech as well.

100]0)

Our own prognostications on the biotech market have been largely on point. We said the
XBI would break 120 in 2025 (that was correct), although on other occasions we have
gotten it wrong. We thought the market would recover sooner than it did. And, on the
rare occasions we have been bearish we have been right. ) 44

4000

So, looking at the chart at right, arguing that 2026 is going to be an up year might cause
a little natural skepticism H even concern. The NBI is at an all time high. 2000

Statistically speaking, the question is whether there is mean reversion in biotech. If the
market is down one year, are the odds higher than normal it will be up the next? Or vice 1000
versa?

We looked at 34 years of NBI data and can say a few things: (1) if the biotech market was o
up one year the odds that it is up again the next year are 62% and (2) if the market was
up after a down year, then the odds that it is up again the next year historically are 66%. 4
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Our Bullish Thesis for 2026 is Based on Two Underlying
Fundamental Arguments

The data would suggest that the odds of an up year are little better than getting heads on a coin flip.
So why the deeply held optimism now?

What history makes clear is that the biotech market is not random. The market tends to have mulgear positive runs interspersel
with long flat periods (up/down from year to year). The up periods are associated with changes in the underlying market dynacs
that are not fully understood at the time. For example, the big run from 2009 to 2015 was associated with the shift from massarket
to specialty pricing as companies like AbbVie redefined what markets could look like. The run in the late 1990s was associatevith
the unexpected emergence of blockbusters from once obscure biotechs like Idec and Centocor.

Our core argument in this report is that we are again in a period where the market is shifting in a positive direction forehndustry

that the market does not fully apprehend. Specifically, we see two major positive shifts impacting the biopharma market todayih
first is that the ongoing transitiontothe¢ bi g dr ugs f theme Is regakingahe pharmacentical industry, and the tre
j ust get t i ng s arted The obeS| ty mar ket has t a wagvindhimplies th

recent Cdeal d with the pharma industry on obesity drugss
higher pricing than we have seen before.

Second, the ability of biopharma innovation to scale H creating more good new drugs at lower cost has improved materially sinc
Pandemic. One way to see this is to |l ook at how many DG
interesting to us is that while big pharma R&D productivity has struggled, we are not seeing the same thing in biotech. Andewvthink
that productivity continues to get better over time.




Why Biotech Remains Attractive in 2026

We sels gfo reason, I n principle, why the XBI candt

Innovation

The ability of biopharma \ : : : : :
: : ] Both interest rates and inflation Despite a rapid run up in the las
innovation to scale the industry

L are dowrH good conditions for four months, biotech still offers
is higher than generally :

. a bull market good relative value
appreciated

Bigger Markets

The €big drugs
theme is just getting started an

Lak?gle gharmaatﬁirlsft Fort Ms&gzls Despite a volatile federal

. going in one d cgovieronrent and RA misstegs
. n?(t ftuIIy understood by the not down. policy is accommodative
market.
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2. Innovation is Scaling




Biopharma Innovation: Delivering Big in the Last Decade

This is an illustrative list of medical breakthroughs that the biopharma industry has delivered for patients since 2017.

2017- Kymriah

Life-saving therapy for
ALL and DLBCL

2020 - Tepezza

Has redefined thyroid
eye disease

2021 - Vyvgart

Gamechanging drug
for B-cell
autoimmunity

2025 - Journavx

First nonopioid pain
drug (NAV1.8) in
years

2017- Hemlibra

Game changing
therapy for
Hemophilia A

2019 - Enhertu

ADC that has
redefined breast
cancer

2021 - Jardiance

Approved for heart
failure with strong
data

2025 - Myqgorzo

Improves obstructive
hypertrophic
cardiomyopathy

2017- Luxturna

First drug for an
inherited retinal

2017- Dupixent

Revolutionized
asthma and atopic

2018 - Tafamidis

First Generation ATTR
Amyloidosis drug

dermatitis . disease
2019 - Skyrizi 2019- Spravato 2019- Zolgensma
Redefined psoriasis Game changing drug Curative gene therapy
care for depression for SMA Type 1

2023 - Amvuttra

Major change in Second Generation
hypertrophic ATTR Amyloidosis
cardiomyopathy drug

>

2022 - Camzyos 2023 - Casgevy

Gene editing drug for
sickle cell anemia

2024 - Cobenfy 2024HGLR1 d s

First good drug for Approved for weight
schizophrenia in loss with strong
decades results

2024 - Rezdiffra

Approved for MASH
(fatty liver)

2018 - Aimovig

Watershed approval
for migraine

2019 - Trikafta

Life-saving therapy for
90% of cystic

fibrosis

2023 H Elvedys
Major drug for boys

wi t h

Duchenneds

J

2023 - Qalsody
Powerful therapy for

SOD1 ALS




Innovation Substrate: Dollars for R&D and Researcher Count Is
Rising at a Rate Well Above GDP Growth

Total R&D Spend, Public Life Sciences Sector Number of Life Sciences Ph.D.'s in the U.S.
$ Billions, 2019 to 2025 2010 to 2050
$300

362,311
6.5% CAGR 5.5% CAGR
$250
288,297
$200
213,872
$150 177,000
$100
80,000
i .
$0

2019 2020 2021 2022 2023 2024 2025

2010 2025 2030 2040 2050

H Life Sciences $37 $42 $52 $57 $58 $60 $63

® Other Public Biopharma  $79 $89 $98 | $102  $105 = $121  $119 While China is behind the U.S. in cour
B Top Ten Pharma 68 77 81 85 $89 $98 $102 persons at a higher rate than the U.S. and will likely exceed the U.S. count by 2050.

The extJS/exChina count is roughly 60% of the U.S. count based on OECD data.

Sources R&D spend obtained from S&P CapitallQ. 2025 figure as of Sep 30, 2025. Ph.D. student count obtained from 2012 count datd growth rate over time as reported by the National Science
Foundation.



WhyBiolnnovations Getting Better and Faster

Tech investors like to refer to the power of a technology to scale. What they mean is that value can be created rapidly aekatively low marginal costH hence
companies can go into some nirvana type situation and &erhdrentty haed andahe $trdtegy thaF or [
works on one problem may not work on the next. Despite this reality, the cost of achieving neloinnovation is dropping and the productivity of R&D money spent by
emerging biotech is rising fairly quickly. The key dogical eausesobdiseasepvhile applyimgant i n
ever-growing toolkit to design solutions for such diseases. This comes from the massive accumulation of knowledge of how biolagsystems function accompanied by a
growing human capital pool. The most recent generation of biotech breakthroughs, illustrated by many of the drugs on the prieus page, was often driven by

understanding simple genetics of a disease. But most diseases are not monogenig but involve more complex biology, implying moe complex approaches will be

needed. We are increasingly able to design and test translational solutions for such complex problems in a rational and systetic way that will facilitate exponential
growth of innovation and value creation for investors over decades.

Specifically, we see five factors at play that will improve the productivity of biotech R&D:

Better at Genetics Better at Biology Better Information

Better Design

Q.
0; ;O

V Can solve multt V Single cell unlocks V Open science V Ability to target V Organizational
gene diseases insights movement tissue (e.g., ADCs) diversity

V Can handle somatic V LOmi cs unl oc k¥ Lowcostaccessto V Ability to control V Geographic
mutations insights quality release diversity (ex: China)

V' Can solve many V Amazing new tools bioinformatics V.Can &Lprogramad duisél@ing vastly
more problems V Al to interpret data behavior improved

10



Innovation Substrate: The Number of Public Biotechs With a Goo
Chance of an Innovative Commercial Product is Rising Fast

We have been just through a brutal Darwinian process in

which biotech companies that lacked assets with great data Count of Total Enterprise  Count of Percent of
or a prospect of getting such data were forced out of the Public US Count That Value of Those Biotechs witha ~ U.S.
market because they were not able to finance themselves. Domiciled Had a Very Countof VG with a VG Negative Biotechs

Listed Good Dataset/ Total  Dataset vs. Enterprise with
The table at right is based on our weekly reporting on a Month Biotechs Dataset Biotechs Whole Market Value Negative EV
comprehensive panel of publicly traded U.S. biotechs in the

2022 to 2025 period. Jan 2022 494 42 9% 32% 96 19%

We rated companies as Svery|gooddz if they had a dataset that,

if replicated in Phase 3 and approved by the FDA, would lead pec 2022 456 45 10% 35% 153 34%
to a drug that would be clearly superior to the then existing
standard of care. There is some judgement involved here, anfl

we do not claim perfection in these ratings. Feb 2023 453 46 10% 49% 137 30%
Today, 29% of all public biptechs have a €very goodd dataset
and those companies enjoy over 90% of the total market Dec 2024 381 73 19% 77% 93 24%

value.The market is clearly betting on the idea that these
companies are the ones that are most likely to be bought.

. . N Jul 2025 357 74 21% 74% 101 28%
What is perhaps most impressive is that there are over 90
companies at all that have been able to get through a clinical
trial and show that an investigational drug could beat the Dec 2025 313 91 29% 91% 46 15%

standard of care for a condition of interest.

Source: Stifel investment banking analysis of U.S. biotech population and S&P CapitallQ.
11



BIOTECH FIREWORKS IN 2026 o
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e Curative results could be huge for
Parkinson's patients & pharma

e Rumors of M&A are flying in this space

s Promlsmg new therapies for treatmg
autoimmunity - W g

e Expect big IPO action in thls ﬁeld

OBESITY MARKET DISRUPTION

RNA TO THE SKY s

2 Pﬁzer Roche, jommg
obesity treatment raceﬁ_\

e Wave of major new “»@%=3
obe5|ty drug competltor‘_. ‘
in2026 T s :

e Novartis, BMS acquisitions ' -
spark in vivo & next-gen i
RNArace <

e Explosive growtl.1‘85'¢":. '
more M&A expected ..«

A
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3. Macro Picture I1s Favorable




Core US CPI Inflation is Down and Has Stayed Down

The rise in inflation following the Pandemic has been an absolute anathema to the biotech sector as the inflation caused inteest rates to rise
and major flight from owners of biotech stocks. Today, despite tariff threats, we are seeing that inflation is down and is saying down.

Core CPI

Most well known; some communication advantages

Core CRIdefined as the consumer

price index excluding food and

PR energy has enduring value as an

inflation signal because it filters out
the most volatile components of
household spending and thereby
provides a clearer view of persistent,
policy-relevant price pressures.

% While food and energy prices are

economically important, they are

heavily influenced by weather,
M- » /\'\ W Y y

w‘v‘w S 4 geopolitics, and global commodity
v\_\/‘/w w cycles that monetary policy cannot
W\/ directly control; including them can

obscure underlying inflation trends

and lead to precyclical policy errors.

— Actual 12-month inflation — Target based on 2% core PCE

2000 2005 2010 2015 2020
Note: Shaded blue range indicates 25th to 75th percentile of the 1-month growth rates computed over the past 10 full calendar years. Gray bars indicate recession periods.
Source: Bureau of Labor Statistics
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Short US Treasury Rates are Down While th¥damnlreasury
Yield is Steady

U.S. Treasury Bond Yields, Jan 5, 2023 to Jan 4, 2025
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Despite dropping inflation, we are seeing th
U.S. 10rear Treasury bond yield stay at
around 4%. This is reasonable by historic
standards but the reason that it is holding u
despite dropping inflation is obvious: the
U.Sgovernment debt / GDP ratio remains a
120%- basically unchanged in five years.
Hopes that President Trump would cut the
deficit have not materialized so far.

Investors worry that large deficits and debt
create longterm pressure on the governmen
to favor inflation. In contrast, shorter term
interest rates (think the U.S. twyear
Treasury yield) are down nicely. While not &
important for biotech, the lower cost of near
term debt is, nonetheless, a meaningful
positive for the economy overall.

15



Credit Yield Spreads are Near Historic Lows

Yield Spread Between AAA Bonds and Single A Bonds (U.S. TWear Corporates), Jan 2016
to Dec 2025

Think of the corporate yield spread
as being sort of like the VIX but for
bonds. The bond market is larger
than the equity market and so the
level of fear in this market is very
important in terms of overall
financial market health.

A
o1

IN

w
ol

Today, there is relatively little yield
gain from taking on additional credit
risk. This is bullish for equities and
indicates that systemic fear in the
capital markets is relatively low.

w

n
o

N

Good for biotech.

=
w1
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The VIX, a Measure of Market Fear, Has Come Down to

CBOE Volatility S&P 500 Index (VIX)index Value, Jan 5, 2023 to Jan 2, 2026

60 The CBOE Volatility Index (VIX)
measures the mar ke
volatility for the S&P 500 over the next

50 30 days, inferred from option prices,
and is commonly viewed as a gauge of
investor fear or uncertainty. A decline

40 in the VIX to around 15% indicates that

investors are pricing in relatively small,

orderly market moves, reflecting

30 calmer risk sentiment, reduced

demand for downside protection, and

greater confidence in the netarm

macro and earnings outlook. While

such | evels are-ty

ondz environments,

the absence of rigkonly that markets

currently see potential shocks as

unlikely or manageable. The low VIX

Implied Volatility (%)

C Mz rPZ L CPTONO0ZOCTZTPZTOCOCDTNOZOSTEZ >PZT OGS N0 ZO | evel bodes well f
S gy 8 P S5E£ 58322253y PS5 58322385 8 gsEE5I a2 ;

2 28 61 080222080082 82280389 538 capital markets activity in general.
Qe L g aaaagaFTar,aaFaqiaaFady,qaqaad

S oS 9RBsRB8BgBB8gosglBgeiogeBBgosgBseieesges’
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Source: CapitallQ and Stifel Investment Banking Department Analysis 17



4. Valuations Supportive of Market Momentum
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Anecdotal Empiricism: The Numbers
Still Work on Many Deals

We at Stifel are in frequent communication with M&A buyers from around the
world in the biopharma sector. Things are quite busy at the moment as one might
imagine.

The way it works between a buyer and an investment bank is that the bank will
pitch an idea and then the client asks to do more work on the idea if they think it
could fit. This typically triggers a rather lengthy business profile that includes
assumptions on future revenues, costs and synergies that are then analyzed using
a risk-adjusted NPV model. These models include a premium over the current
market price to assess if a deal is feasible and could create value.

Our experience in 2025 up to September is that almost everything we looked at
worked even with a premium thrown in. What really drives economics is the power
of revenue/cost synergies. After September, we found more deals that no longer
worked H particularly when sellers got aggressive on price. The hardest deals tend
to be high growth commerciaistage stories. Many of these companies were

selling for a few billion and are now $5bn plus. The numbers can get a lot harder
on these. Nonetheless, we have still been finding plenty of transaction options
that are attractive in todayds mar ket
(Phase 1/ 2 2 assets) look attractived as long as the buyer sees the potential.

So, forgive us foranecdotalism but our own experience is that valuations still
largely work for M&A deals in 2026. Now, if the market pops up another 50% from
here - then it gets a lot tougher.




Investor Sentiment Regarding 2026

We have had the opportunity to speak with a number of major investors in the
biopharma field in the last several weeks of 2025 and the first week of 2026.

We asked each about the mar ket s, how t
liked the comments of one investor who spoke about valuations and said:

1. LPds are | oaded up on tech funds and

2. LPds wor ry t-bpanthealthcarelthatta loeof thewlpha has
already gone out the window

3. This investor likes to point out how many value situations still exist and how
many good opportunities he is finding

4. He likes to point out that healthcare is a defensive sector that performs well
in downturns

5. He thinks that interest rates are going to matter greatly in 2026 and sees
inflation getting ever more under control

6. He points to the high M&A activity in Q4 2025 and the rumors emerging in
2026 around companies like RevMed Happy to see theVentyxdeal in Week 1
of the year. Senses M&A is going to be strong this year.

7. He likes to point out that healthcare is a high growth sector that is only going
to become more important over time.

Ot her i nvestors are Gcautiously opti mi
the market will keep rising. Sentiment is good because funds generally did well in
2025 but worry about the politics and macro factors in 2026.




Forward Revenue Multiples on Biotech Arel Bpt Well Below
M&A Takeout Levels

Average Forward Revenue Multiples, US Listed Biotech, Aug 2022 to Dec 2025

. Aug 2022 s Dec 2024  wmmmm Jul 2025 Dec 2025

8 This chart shows the ratio of average
biotech enterprise value to forecast
M&A Benchmark Line: Average multiple-pér forward revenue to EV paid in seven biotech acquisitions in 2025 (6.8X) 7 revenue five years out. We break this
""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""" down by time and by phase of
6 development (and data quality).

5.0X The average forward trading multiple
at the end of 2025 was 3.6X. This is up
quite a bit from prior levels which
have been as low as 1.4X (following
Trumpds GLiberatio
3 as 2.5X in August 2022. Nonetheless,
while valuations are up they are well

3.7X 3.7X
2.9X 2.9X
2.6X
2 2.4X
2.3X
2.3X 21X 2.2X 50X 21X 2.2X
Lax 1.6X L5 2 below the typical M&A forward
' — ' 1.2x Lax 13X 5y multiple of 6.8 X seen in 2025.
I I I I I 0.7X
| L

All Companies Phase 1 Phase 2 Phase 3 Very Good Data Good Data Medium Data

3.8X

3.6X 3.4%

[EnY

Source and notes: CapitallQ and Stifel Investment Banking Department Research of M&A Proxy Statements for 2025. We used &Re&ahalyst consensus forecast for revenue five years out
as our basis for computing a multiple. We only did this for biotech companies that had an enterprise value of $25 million anore. Further, we excluded companies from this analysis if their
forward revenue estimate was not material (less than $50mm) 21



Question: Are Companies with Strong Datasets the Most
Likely to be Bought?

Market Cap of Percent Gone Percent of
Our Rating of Lead Market Cap Proceeds in 40 Remaining Percent of (Reversed, Companies in
Asset Dataset Company Count (Aug 19, 2022, Months from Buying Companies Proceeds Portfolio that Bankrupt, Delisted Portfolio that
in August 2022 in 2022 $millions) Portfolio (12/31/25, $mm)  From M&A ($mm) Got Acquired or Liquidated) Survived
Very good 39 $52,181 132% $97,094 $23,730 15.4% 5% 79.5%
Good 137 $83,811 69% $79,546 $62,377 17.5% 18% 65.0%
Medium 76 $17,670 160% $23,037 $22,938 13.2% 29% 57.9%
Poor 47 $3,186 64% $4,044 $1,169 10.6% 47% 42.8%
None 171 $47,770 161% $111,708 $12,872 6.4% 38% 55.6%
Grand Total 470 $204,618 114% $315,428 $123,086 11.5% 21% 67.5%
We went back over the I|list of 470 public U.S. biotechs isantofAke goingto yo@r Bighachqo4d 0 mc

reunion and figuring out what happened to everyone. Fifygix of the 470 companies were acquired for a total of $123 billion. Ndbad given that you could have
bought the entire portfolio for $204.6 billion. What is even more interesting is that the remaining portfolio was worth $31Billion by the end of 2025. You would have
more than doubled your money by buying the entire biotech market in August 2022.

The highest return wouldnothave come from buying the companies with the very best ddvegset s
highly but 13.6% of those companies eventually got bought (enough to generate a great return). Companies that got boughtbwre r at ed by us as &m
data but not compelling yet) included Akero, Ambrx, Chinook, Cidaraand Harpoon. These companies needed to wait for their programs to mature in the clinic and had
innovative programs based on good science. At the time, investors did not valuation them particularly highly.

Twenty percent of the total cohort disappeared in the 40 months (liquidationsetc) . That ds a | ot of attrition. The attrit.i
and lowest for the companies with very good data. Thirsni ne of todayds survivors have ihhanmgagokleutintowle. t oday u

The puzzling question is why the M&A rate wasndt hi gh e thesé comparses teryu tohaveasmushi t h
better chance at seltdetermination as commercial stage companies so they may resist acquisition. Second, they are worth morand, so, buyers are much more

hesitant to step up and pay the price required for the M&A takeout. Survivors in this cohort includ8ridgeBio, Madrigal and lonisH all worth more than $10bn today.

| f we have a takeaway, it is (1) investors, on aver ageiisropwand@tendughodfwhatit s a bi
could be later and (2) when the market is down, it really is a good time to buy. Those who bought/held biotech in the depthsf the downturn should be happy today. 22



An Obvious Thought (And Prediction)

Wat er |l T kes to flow downhil |

up. If a river runs into a rock, it will either go around it or go
over it.

Similarly, pharma needs to buy assets to bolster their
commercial pipelines. If valuations are too high for a given
biotech asset of interest then pharma will go look at other
similar assets.

And the pharma may need to go a little earlier stage or a
little out of its comfort zone to find the asset that fits it at a
reasonable price.

This is like getting the wine list in an expensive restaurant
and finding a great bottle at a reasonable cost. That takes a
bit more effort and skill H-but the reward can be worth it.

Our prediction Is that with biotech prices up, particularly
for those assets with great data, we are going to see
pharmasstretch and take a bit more risk in their buying
activity in 2026. We predict that we will see more buying at
the pre-POC level and more riskaking with M&A than we
have seen in 2024 and 2025.

This seems like a natural thing to happen.

'Howe&révieafetnot' shyfing thattinvBstorswhb hrk fodded up

on the more expensive names in the market like Revolution
Medicines or Praxis necessarily get stuck holding those
assets. Revolution Medicines, for example, has an EV today of
nearly $15 billion (and is rumored to be an M&A target).

To illustrate, if the RevMeddrug really performs, it has the
potential to offer a great solution to 90% of people who get
Pan c A BRECEC amc er . T h e r.e"™issuid.t
S0 going through the usual firstline, second line drug

sequencing may not make sense. If their lead drug,

daraxonrasib, gets front line status, the price of the company
could end up looking quite cheap.

Quick math: 150k+ people get pancreatic cancer in G8
countries a year. 90% of them could get on this drug. With
$250k pricing for the drug, the market potential for the drug is
$30 billion. We are not forecasting this in sales but simply
noting that RevMedcould end up looking very cheap if their
lead drug comes anywhere near to its commercial potential.

23



5. Glant Markets
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Business Model Innovation
Defines Pharma

There are some obvious truths in the pharmaceutical industry.

\
A

j/

The first is that pharmaceuticals are a superior good. Our society
consumes more of them as a proportion of wealth as it becomes
wealthier and older. And the world has been becoming a wealthier
and older placeH very steadily over decades.

The second is that business model innovation takes place very
slowly in waves that can roll for decades.

o)

The third is that norms about promotion and pricing are well
established. While any one pharma might try to beat up on another
in the market, the relationship between the two companies is likely
to be civil. Large pharma companies follow norms and are slow to
upset the way that business is done in the industry. This is one
reason that commercial innovation is usually slow to happen.

—

Il

For years, companies like AstraZeneca and Pfizer said that they
were committed to large primary care sales forces and that they
would never charge the kind of high prices that Genzyme was
charging for its rare disease drugs. But then bth companies
cracked and went for C€high pri Il n narrow
Bamboo and AZ bought Alexion. '
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Specialty Drug Marketing and
Pricing Drove Share Price Growth
I n the 2010ds

Today, both AZ and Pfizer frequently charge rather high prices for their rare
disease drugs but justify doing so based on the narrow markets that are
served by those drugs. Insurers and the federal government have accepted
all of this and despite fears to the contrary, the feds have gone along with
orphan drug pricing for small markets without retaliation.

AZ and Pfizer werendt the onl
the pharma market in the 2010
largest drug in history even though it served niche markets.

wa s

This was because AbbVie was able to convince patients and payors to sign
up for a list price of $80,000 or more and to pay a price after rebates of
$30,000 to $50,000 per annum. The argument was that Humira was game
changing for patients with psoriasis and RA and so was easily worth it.
Insurance companies accepted this as AbbVie skillfully exploited the

desire of groups like United Healthcare to drive rebates into their PBM
subsidiary Optum.

What was important is that Humira was being used by more than half a

y ones.
S

million people a year. |l tds not hard t

more than $20 billion a year in sales.
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