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The Biotech Anatomy 2026

What every readout, FDA decision, pipeline asset and specialist-fund position since 2021 says
about each disease area and drug type

1,640 373 15,697 $137B

data readouts from 394 companies first FDA decisions on new drugs, 2021 to pipeline assets by disease and drug type held by 45 specialist biotech funds (13F, Q2
2026 2026)
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THE BIOTECH ANATOMY 2026 - KEY TAKEAWAYS

Ten things the data says that the headlines do not

Each finding is one slide in this report, with its sample size and its source

o 91% /47%
of readouts are called positive by the company / of those, the share where
the stock rose

2 59%
of biologics from first-time sponsors drew a CRL (13 of 22); small
molecules 40%

s 60%
of biotechs sold stock within a week of a 60%+ jump on data, most the
same day (a random week: 1.8%)

v $12.4B
of specialist-fund stock left through 24 takeouts in a year; Lilly and Merck
bought three holdings each

0o 29% vs 7%
of oncology vs rare-disease biotechs trade below their cash

g""’w",!‘ﬁc"ﬂ"“ Source: SEC filings, company releases and BiopharmaWatch data
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44% vs 24%

CRL rate on a new drug's first FDA decision: first-time sponsors vs
experienced ones

33% vs 8%

of Phase 2 programmes reached Phase 3: immunology vs
gastrointestinal

3.6x

growth in specialist-fund money in metabolic and endocrine names since
2021, against 1.3x for the whole book

37% vs 36%

of CRLs vs approvals where specialist funds had cut the stock the quarter
before: no warning in 13Fs

78% vs 24%

of active programmes held by big pharma: infectious disease vs rare
disease

e The pattern that repeats: what a company says
and what the market pays are two different
things, and the gap depends on the disease and the
drug type.



THE BIOTECH ANATOMY 2026 - WHO OWNS EACH DISEASE

Big pharma holds 78% of infectious-disease programmes, but only 24% in rare disease

Rare disease, psychiatry, neurology and ophthalmology are biotech ground: companies under $50B hold two-thirds or more of active programmes

¢ Infectious disease is a big-pharma market:

Share of active pipeline assets held by companies over $50B, by disease area .
Q, GSK s$Gsk alone runs 40 active programmes,

Big pharma (over $50B) Everyone else Active assets /companies

Infectious disease 179/40 mostly VaCCineS.
- ° ; ’ e Oncology is the most crowded and the most
Metabolic & endocrine 171/71
Gastrointestinal [N 57/3 fragmented: 1,102 active assets across 219
° ' ‘ ! companies. Outside big pharma, 532 assets sit with
| 201 biotechs, and the top five hold only 18%.
Dermatology j 75/43
Ophthalmology 63/3
Neurology 193/98 e Respiratory (63%) and renal (65%) look like
Psychiatry ] 61/34 . . . .
. infectious disease: a few large owners, few
| independent biotechs.
g"‘%":‘#‘!‘ﬂ’"‘ Source: SEC filings, company releases and BiopharmaWatch data



THE BIOTECH ANATOMY 2026 - HOW FAR DRUGS GET

Phase 2 splits disease areas: 33% of immunology programmes reach Phase 3, 8% in Gi

Programmes that entered a phase in 2012 to 2020, followed for at least four years. Across all areas 31% moved from Phase 1 to 2 and 21% from Phase 2 to 3

) e Oncology is crowded and still advances well: 30% of
Share of programmes that started the next phase, by disease area

Phase 1 to Phase 2 Phase 2 to Phase 3 Months in Phase 2 Phase 2 programmes reaChed Phase 3' Second Only
Immunology 50% —:33% ¥ ] to immunology_
Oncology 2 —30% 30
Rare disease 50% _ 25% 18
. oo . e Gastrointestinal, respiratory and ophthalmology stall
— o at Phase 2. Gastrointestinal programmes that did

advance spent a median 44 months in Phase 2.

Infectious disease 25% 18% 13 26

S e Immunology advanced most often: 33% of its Phase
Respiratory 23% - 12 29 . '
- 0 2 programmes reached Phase 3, against BIO's

industry benchmark in orange.

g"‘%":‘#‘!‘:’"‘ Source: SEC filings, company releases and BiopharmaWatch data 3



THE BIOTECH ANATOMY 2026 - HOW FAR DRUGS GET

Antibodies reach Phase 3 from Phase 2 almost twice as often as small molecules: 32% vs 18%
Biotechs carry Phase 1 programmes forward more often than big pharma (35% vs 27%), but by Phase 2 both land at 21%

e An antibody usually starts from a target the field
already understands, with fewer off-target surprises.
It shows: 82 of 258 antibody Phase 2 programmes

Share of programmes that started the next phase (2012 to 2020 starts)
@ Phase1to2 @@ Phase2to3 (J Fewerthan 30 programmes

By drug type By sponsor .
. reached Phase 3, against 235 of 1,333 small
molecules.
40% o
37% s 359 . .
32% . e Big pharma prunes early: it starts more Phase 1
30% o 27% .
2% programmes and drops more of them. A biotech
= . 2 N : = with one or two drugs keeps going.
m% I P e Gene therapy is slow before it is risky: a median 44
5 months in Phase 1, twice the 22 months of a small
n 477 n 258 n 1959 n1333 n41 n8 n 87 n78 n1157 n 876 n 1507 n 884 .
Antibody Small molecule Gene therapy Vaccine Biotech sponsor Big pharma sponsor mOIeCUIe. VaCCIneS advance |eaSt Often (20% from
24 mo in Phase 1 22 moin Phase 1 44 mo in Phase 1 18 mo in Phase 1 23 moin Phase 1 23 mo in Phase 1
Phase 1).

?““’W":‘T“c":““ Source: SEC filings, company releases and BiopharmaWatch data



THE BIOTECH ANATOMY 2026 - THE FDA

First-time FDA sponsors get a CRL nearly twice as often as experienced ones

Since 2021, 44% of first FDA decisions on new drugs from companies with no prior approval were CRLs, against 24% for experienced sponsors

e Across the first FDA decision on 373 new drugs
since 2021, 42 of 96 first-time sponsors got a CRL,
against 66 of 277 experienced ones.

Complete response letters on the first FDA decision for a new drug

@ First-time sponsor Experienced sponsor

All new drugs, first FDA decision, 2021 to 2026

oL sponeor _ SLLICRE 42019
no earlier FDA approval

R 24%CRL  ssorzr7 e The gap held in five of six years (2024 was the
(57 oty A oxaricea stormors G exception). An FDA-commissioned review of 2002 to
CRLrate by year 2004 found the same: first-cycle approval of 30% for
first-timers vs 51%.
. B I I I I e The biggest one-day losses on a first-time CRL:
I e © Galera $GRTX -86% 5 Applied $APLT -80%
== mm
o o o o B {'¥ Replimune Group $REPL-73% % BeyondSpring $BYS!| -65%
?“‘%":‘&"&"‘ Source: SEC filings, company releases and BiopharmaWatch data 5



THE BIOTECH ANATOMY 2026 - THE FDA

Biologics from first-time sponsors drew a CRL 59% of the time. Small molecules: 40%

The drug type matters as much as the sponsor: experienced companies still got a CRL on 31% of biologics, against 18% of small molecules

e A biologic is approved with its factory: the FDA

CRL rate on the first FDA decision, by drug type and sponsor experience, 2021 to 2026 . -
It > - inspects the plant before it licenses the product. A

@ First-time sponsor Experienced sponsor ) .
— first-time sponsor usually depends on a contract
mall molecule NN <o cof4s o, . . .
smellmelect T o 2% manufacturer it has never filed with.
Biologic N o 130122 37%
31% 240f78 37 0f 100
Homonsorpepice NN - 36% e 13 of 22 first-time biologics got a CRL, against 18 of
T [ A a0 45 first-time small molecules. Experienced sponsors
, - show the same gap: 31% vs 18%.
ADC or radiopharma decision, not shown 31%
33% 50f15 50f16
Enzyme replacement I 7 <ot 39% .
I e RNA drugs were the cleanest: 2 CRLs in 12
" D . o e decisions, nearly all from experienced sponsors.
First-time enzyme replacement: 4 of 6.
g""’w’ﬂ"c“ﬁ’"‘ Source: SEC filings, company releases and BiopharmaWatch data



THE BIOTECH ANATOMY 2026 - THE FDA

Neurology drugs got a first-try CRL 44% of the time, three times infectious disease

Infectious disease: 13%. Neurology, dermatology and endocrine sit above 40%; oncology, with the FDA's most-used fast lanes, sits near the average

e Neurology endpoints are scales and symptoms, not

CRL rate on the first FDA decision for a new drug, by disease area, 2021 to 2026 . .
Lo - tumour size or viral load. 17 of 39 neurology drugs

e got a CRL, and first-time sponsors 7 of 10.

g o e Oncology: 18 of 66 (27%). Real-time review and
accelerated approval let sponsors fix problems

before the clock starts.

renal [ - | 405 . .
| 0 -
n e Renal looks safe overall (20%), but 4 of its 5 first
ectousdiscose I 15 time sponsors got a CRL. Small samples: read the n

next to each bar.

g"‘%":‘&“:’"‘ Source: SEC filings, company releases and BiopharmaWatch data



THE BIOTECH ANATOMY 2026 - DATA READOUTS

Biotechs call 91% of their readouts positive. The stock rose on fewer than half of them

Across 1,640 readouts from 394 companies since mid-2021, the stock rose on 47% of "positive" days; oncology was among the weakest at 41%

e Companies called 1,499 of 1,640 readouts positive.

Readouts by disease area: what the company said vs what the stock did .
J ST The median stock move on those days was -0.6%,

Company called the readout positive [ Stock rose on a "positive" readout

and 9.3% of them fell 20% or more.
Gastrointestil"\a‘l I - : 97%
Infectious diseayse/: — !
s e e P e The label is the company's; the verdict is the
0o I /4% X
O e market's. ~o Viking $vkTX called its oral VK2735
Cardinvascu‘l/a‘r prms 78% L.
‘ Phase 2 positive on 19 Aug 2025. The stock fell

. 1
1o I 51

Psychiat 83% 0
ey o 39%.

Hematology -
13 I 53/

Dermatology

- I 55
e e —— e A real miss costs more than a win pays: the median
Respirat?:){ 62 Lkl rare disease (60 to 63% ose). . H
— : negative readout lost 16%, a Phase 3 miss 21% (66
h cases).

g"‘%":‘#‘!‘ﬂ’"‘ Source: SEC filings, company releases and BiopharmaWatch data



THE BIOTECH ANATOMY 2026 - DATA READOUTS

99% of Phase 1 readouts are called positive. The stock rose on 48%

Phase 3 is the only stage where good news lifts the stock more often than not (51%), and its worst quarter of misses lost 67% or more

e Phase 1 is a safety study, so almost every release
reads as good news: 440 of 444. The stock rose on
Called positive vs stock rose What a good day pays vs what a miss costs
miss: median and worst quarter positive: top quarter and top tenth 48% Of th e m .

100% 99%
L% 68%
Phase 1 Rt . . ey
81% s misses (o bo e The payoff is lopsided at every phase. A positive

Readouts by phase, companies under $20B, mid-2021 to Oct 2026

Phase 3 day in the top tenth gains 23% or more; a
519% Phase 2 o -. Phase 3 miss has a one-in-three chance of halving
50% - - - 4 L 48% | ____ S 62 misses +20%
. 44% the stock (33% lost 50% or more).
25% Phase 3 o ﬁ . . . . . .
w23% e This is why biotechs trade like options into data:
many small wins are priced in already, and the loss
0 -75% -50% -25% 0% 25% . . . . .
- - - - - on a miss is several times the gain on a win.
g""’w":'!‘c“ﬁ’"‘ Source: SEC filings, company releases and BiopharmaWatch data



THE BIOTECH ANATOMY 2026 - DATA READOUTS

Every vaccine readout was called positive. The stock rose on 8 of 32

Gene and cell therapy: 98 to 100% called positive, 42% rose. RNA and peptide drugs are the only types where good news lifted the stock more often than not

<

BIOPHARMA
WATCH

Readouts by drug type: what the company said vs what the stock did

Called positive @ Stock rose on a "positive" readout

Vaccine

ns [ 25
Gene therapy
n51
Cell therapy
n35
Antibody )
n217 45%

Small molecule
n 694

Peptide
o2 [ 52

RNA

0% 25% 50%

Source: SEC filings, company releases and BiopharmaWatch data

o= [ 53
‘

100%

98%

100%

Misses that lost half

28%

38%

e Companies almost never call a gene- or cell-therapy
readout negative: 1 negative in 51 gene-therapy
readouts, none in cell therapy. The market does the
grading.

e When a small molecule misses, it misses hard: 38%

of small-molecule misses lost half the company's
value, against 28% for antibodies.

e Samples outside small molecules and antibodies are

small (27 to 51 readouts). Treat them as direction,
not precision.

10



THE BIOTECH ANATOMY 2026 - CASH

After a 60%+ jump on data, 60% of biotechs sold stock within a week, most the same day

In a random week the chance of an offering is 1.8%. After a 30 to 60% jump it is 47%, more than 25 times higher

¢

BIOPHARMA
WATCH

Share of companies that priced a stock offering after a "positive" readout

60%

40%

18%

@ Within 7 days

19%
15%

10% 9%
Fell +0-10% +10-30%
n782 n428 n179
6 days 4 days next day

Stock move on the readout (positive readouts; "Fell" =

Source: SEC filings, company releases and BiopharmaWatch data

66%

+30-60% +60%+
n 60 n 50
next day same day

called positive, stock fell)

Within 30 days

60%

Up big, then sold stock
Readout move and time to the offering
@) capricorscarr +299% - next day
() Madrigal smpGL +292% - 2 days
@ uniQure $QURE

< Praxis Precision $PRAX +231% - same day

+285% - same day

<» Black Diamond $BDTX +211% - next day

-

¢ PepGen $PEPG +202% - same day

----- any week: 1.8%

e The median gap after a 60%+ jump is zero days: the
deal is lined up before the data and priced that
evening. Investors who buy the morning after often
buy next to new stock.

e Even readouts the market did not like led to raises:

9.7% within a week, five times the base rate. A
company that needs cash raises on whatever news it
has.

e Small gains (+0 to 10%) rarely trigger a raise (9.1%

in a week). The bigger the jump, the faster the
supply.

11



THE BIOTECH ANATOMY 2026 - VALUATION

29% of oncology biotechs trade below their cash. In rare disease, 7%
And the market pays almost nothing for reaching Phase 2: in oncology the median Phase 1 and Phase 2 company are both worth about $120M; Phase 3, $1.6B

<
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Source:

Biotech valuation by lead disease area, 4 Nov 2026

Share trading below cash

oncolosy N - - -
poycriary I s

Ophthalmology

Cardiovascul lar 21%
Musculoskeletal 21%
Neurology 21%
Immunology 16% of 19
Metabolic & endocrine 15% ofé6
Dermatology 15% of34
Infectious disease 14% ofs1
Gastrointestinal 11% of2

Hematology [N o% o>
Rare disease [N 7 oo

SEC filings, company releases and BiopharmaWatch data

Phase 1
median

$120M

$280M

$360M

$500M

$150M

$330M

$90M

$130M

$160M

$270M

$820M

$540M

Phase 2
tvalue by most advan

$130M

$120M

$240M

$650M

$240M

$70M

$390M

$380M

$160M

$340M

$1.38

$170M

Phase 3
ed phase

$2.08
$1.68
$1.28
$1.18
$1.48
$1.98
$2.0B
$1.78
$1.68
$830M
$1.78
$690M
$1.98

$1.58

e 61 of 209 oncology companies are valued below the
cash and securities on their latest 10-Q. Oncology is
also the most crowded field (slide 2).

e Rare disease has the fewest below-cash names, and
it is where buyers came this year: Soleno
(Neurocrine), KalVista (Chiesi) and Astria (BioCryst).

e Value appears at Phase 3, not before: the median
Phase 3 company is worth $1.2B to $2.0B in most
areas, roughly ten times a Phase 1 or Phase 2
company.

12



THE BIOTECH ANATOMY 2026 - SMART MONEY

Specialist biotech funds have put 3.6 times more money into metabolic disease since 2021

$4.9B to $17.6B in metabolic and endocrine names, while their whole book grew 1.3x, from $106B to $137B

<

BIOPHARMA
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Specialist fund holdings by the company's lead disease area (log scale)
O Q12021

Metabolic & endocrine
Respiratory
Renal
Dermatology
Cardiovascular
Psychiatry
Hematology
Immunology
Neurology
Gastrointestinal
Rare disease
Oncology
Ophthalmology

Infectious disease

Source: SEC 13F filings and BiopharmaWatch data

@® Q22026 Whole book grew 1.3x

O———@s1768
O—@s6.18

O—0 238

O———@ $6.98
O—@s11.18
O—@ $7.68
$3.58
$4.38
$11.58
$2.58

$8.4B

O—@ $43.98

Growth
3.6x
3.4x
3.2x
3.0x
2.6x
2.6x
2.3x
2.1x
2.1x
2.0x
1.6x
1.4x
1.1x

1.0x

Who carries the metabolic bet
Specialist funds' combined holding, Q2 2026

@ Ascendis sasnD $4.88
() Madrigal svpGL $3.38
@ Roythm sayT $1.98
(& Structure SGPCR $1.28
n MBX $VBX $1.28
©) Arrowhead sarwr $1.18
k. Kailera $KLRA $0.88

e 45 specialist funds, among them Baker Bros, RA
Capital, RTW, Perceptive and Avoro, held $137B of
US-listed stock in their Q2 2026 13Fs.

e Metabolic money now spans obesity (Structure,
MBX, Kailera), MASH (Madrigal) and rare endocrine
(Ascendis, Rhythm). Respiratory (3.4x) and
dermatology (3.0x) came next.

e Oncology is still the biggest bet at $44B but grew
only 1.4x. Ophthalmology and infectious disease are
flat.

13



THE BIOTECH ANATOMY 2026 - SMART MONEY

The funds' biggest exits of the past year were takeouts: 24 companies, $12.4B of their stock
19 different buyers. Lilly and Merck took three of the funds' holdings each, Sanofi two

e = Akero$AKRO Was the most widely held: 19 of 45
funds held it at the last quarter-end before Novo

¢ Centessa SCNTA Lilly N 51695 16 Nordisk ag reed to buy it.

M Merus $MRUS Genmab I s1.628 13

##  Cidara $CDTX Merck I s1.37B 10

A Arcellx SACLX Gilead I s1.068 4 . . . .

‘= Akero $AKRO Novo Nordisk I o068 19 L Buyers pald for Iate_Stage' SI ng Ie_d ISeaSG Storles:
Verona $VRNA ercl I <o.358 H 1

; — MASH and obesity (Akero, 89bio, Metsera), sleep

7 Toms e — ::co 12 (Centessa, Avadel), respiratory and HAE (Verona,
89bio SETNE Roche I ;o555 5 . .

@ vamem sy T - KalVista, Astria).

25 RAPT SRAPT GSK I so.<0B 14

AV Dynavax Technologies $DVAX Sanofi I s0.278 3

- Pl : ‘ e Takeout cash is recycled fast: the same quarter's
Tourmaline $TRML Novartis $0.21B 3

Newoerns NN soo g biggest new buys were companies the funds did not

& iTeos $ITOS Concentra I so.168 5

hold a quarter earlier (slide 16).

g"‘%":‘#‘c“ﬂ"‘ Source: SEC 13F filings and BiopharmaWatch data 14



THE BIOTECH ANATOMY 2026 - SMART MONEY

Funds did not see it coming: they cut before 37% of CRLs and 36% of approvals

Before failed readouts they cut 21% of the time; before readouts that jumped 10% or more, 22%. The 13F trail gives no edge in either direction

e Across 1,389 events, the share of cuts is flat across

Change in specialist funds' shares in the quarter before the event (cut or add of 10% or more)
good and bad outcomes.

roa: crL [ 27 cut
n67

I S S ——— ?m) e That fits how these funds work: they size into binary
" —— events with a view, and a 13F is up to 135 days old
T — 0“ when it is read. It shows what they own, not what
o,k o L they know.
M— po
. — e Copying a fund's 13F is a way to find names worth
T — e researching, not a signal about the next readout or

0% 10% 20% 30% 40% 50%

PDUFA date.

QBIOWP:'TACR:AA Source: SEC 13F filings and BiopharmaWatch data 15



THE BIOTECH ANATOMY 2026 - SMART MONEY

The funds’ biggest Q2 2026 buys were brand-new positions: Parabilis, Kailera, Hemab

$0.97B went into Parabilis from 9 funds at once. The two most widely held names are Revolution Medicines and Cogent, with 19 funds each

Biggest net buying, Q2 2026

change in the funds' combined position, at the quarter-end price

@ Parabilis $PBLS
k_ Kailera $KLRA
o» Hemab $COAG
2 Alnylam $ALNY
+*  Genmab $GMAB
@ CG Oncology $CGON
3 Avalo $AVTX

Oruka $ORKA

g""’w":'ﬁc"ﬁ“‘ Source: SEC 13F filings and BiopharmaWatch data

+S969M

9 funds, all new

+S776M

5 funds, all new

+S559M

7 funds, all new

+$346M
7 funds hold, 2 new

+$287M
4 funds hold, 0 new

+$247M

9 funds hold, 1 new

+$243M
18 funds hold, 7 new

+$241M
14 funds hold, 2 new

Most widely held, Q2 2026
number of the 45 funds holding the stock

O

C

=)

(9]

Revolution $RVMD

Cogent $COGT

Avalo $AVTX

Dianthus $DNTH

Abivax $ABVX

Definium $DFTX

Disc Medicine $IRON

Enliven $ELVN

19 funds
$41.9B value

19 funds
$5.3B value

18 funds
$380M value

18 funds
$4.6B value

17 funds
$7.7B value

15 funds
$4.3B value

15 funds
$3.2B value

15 funds
$3.3B value

e New money concentrated: 9 funds opened Parabilis
together, 5 opened Kailera and 7 opened Hemab in
the same quarter.

e The crowded names are oncology precision drugs
(Revolution, Cogent, Enliven) and immunology
(Dianthus, Abivax).

e A name held by 15 to 19 specialist funds has many
informed holders and few marginal buyers left. That
matters when it reports.
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THE BIOTECH ANATOMY 2026 - ALTERNATIVE DATA

The biotech supply chain moves with R&D. None of it leads

13 CRO, CDMO and bioprocess companies peaked with biotech R&D in 2021 and slowed with it. A lead that looked real in 2019-22 did not hold in 2023-26

@ Biotech R&D (median company) [ CRO median @ CDMO median @ Bioprocess median

2019-22 2023-26

0 biotech R&D +30%

Medpace

+20%

+10%

0%

bioprocess -8%
-10%

CDMO -12%
'20 21 '22 '23 ‘24 '25 '26
?B'%P:'T‘\cw" Source: SEC filings, company releases and BiopharmaWatch data

CROS
@ Medpace $MEDP

= IQVIA $IQV

@ iconsicLr

@ Charles River $CRL
@ Fortrea $FTRE

CDMO AND FILL-FINISH
@ westswsT

@ Emergent $EBS

@ catalentsCTLT
BIOPROCESS SUPPLIERS
6 Repligen $RGEN
(© Bio-Rad $BIO

@ Bio-Techne $TECH
s Avantor $AVTR

of Maravai SMRVI

Revenue
growth

+25%
+8%
+3%
-1%
-2%

+12%
-10%

+15%
+1%
0%
-2%
-3%

Same-quarterr

2019-22 — 2023-26

0.29 — 0.80
0.74 — -0.02
0.86 — 0.87

0.41 —
— 0.20

0.52 — -0.21
-0.41 — -0.23
0.22 - -0.44

0.72 — -0.36
0.26 — -0.32
0.83 — -0.09
0.67 — -0.32

—-0.23

3-gtrlead r

2019-22 — 2023-26

0.64 — 0.28
-0.31 — -0.58
0.32 — 0.56
-0.32 —
—-0.80

-0.58 — -0.63
-0.67 — 0.65
-0.52 —

-0.37 — -0.90
-0.72 — -0.80
-0.21 — 0.26
-0.38 — -0.79
-0.34 — -0.82

e Before 2023 the same-quarter link was strong:

IQVIA 0.74, ICON 0.86, Repligen 0.72, Bio-
Techne 0.83. Since then only ICON (0.87) and
Medpace (0.80) still move with biotech R&D.
No lead held up: Medpace's 3-quarter lead fell
from 0.64 to 0.28, and the two that rose (ICON,
Emergent) were weak or negative before 2023.

Manufacturing had the deeper bust: the
bioprocess median went from +29% to -8%
and CDMOs to -12% as COVID-era stock was
used up. Biotech R&D never shrank: its low was
+0.1%.

Medpace is the outlier at +25% against a CRO

median of +3%. Its 2026 rebound is its own,
not the sector's.
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