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The cancer drug that
refused to be selective

On July 14 the FDA approved the first medicine to jam an entire cancer signaling pathway at
six points at once — the promiscuous strategy the field spent twenty years calling too toxic
to work. In the patients precision medicine had written off, it cut the risk of progression by
76%. Here is why the crude tool beat the scalpel.

FIELD NOTES How one molecule pins six molecular switches shut
AGAINST THE GRAIN The honest case for the scalpel — toxicity, and a low bar

SIGNALS Chips set arecord - SpaceX flies a booster for the 600th time
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DISPATCH - FROM THE EDITORS

We keep mistaking the legible target for the real
one.

For fifteen years, oncology has been organized around a beautiful idea: find the broken gene, aim a
molecule precisely at it, spare everything else. It gave us imatinib, it gave us the mutation-matched era,
and it gave us a habit of mind — that the most legible feature of a tumor must be the one worth hitting. A
mutation you can name feels like a lock you can pick.

This week a drug called gedatolisib argued the opposite. It ignores the fashionable single lock and
instead pins shut six switches along one growth pathway at the same time. Crucially, it works best in the
patients who have no nameable mutation to target — the ones the precise weapons cannot see. The
lesson is not that precision was wrong. It is that a disease with many exits is not a lock; it is a maze, and
a maze is closed by walling the corridors, not by picking one door.

That reframing — network over node, coverage over cleverness — is this issue's lens. Hold onto it as you
read. It has a way of reappearing in fields that have nothing to do with cancer.
INFLECTION



The Sledgehammer's

Return

A drug designed to be gloriously unselective just won FDA approval — and beat the

fleld's sharpest scalpel on the scalpel's own turf. What "precision” got wrong about

cancer.

very drug hunter is taught the same first commandment: be specific. A molecule that touches only its

intended target is a therapy; a molecule that touches many is a side-effect machine. For two decades

that®®ommandment shaped the war on one of cancer's most important circuits — the PI3K /AKT/mTOR

pathway, the "PAM" pathway, the wiring that tells a cell when to grow. It is mutated or overactive in a

huge fraction of breast cancers. It should have been a killing field. Instead it became a graveyard of

clever, precise drugs that worked a little, briefly, and then lost.

The reason is structural. The PAM pathway is not a
single switch but a relay with redundancy built in.
Block one node and the cell reroutes; block the
enzyme and a feedback loop turns the volume back
up. Precision medicine answered this the way it
answers everything — by getting more precise. It
built isoform-selective inhibitors that hit only the
exact mutant subunit, and it insisted they be given
only to patients whose tumors carried that exact
mutation. Alpelisib, approved in 2019, was the
emblem: a drug for PIK3CA-mutant breast cancer
and nobody else.

It helped. It did not solve the problem. Roughly 60%
of the most common breast cancers carry no
PIK3CA mutation at all, which meant the pathway
was plainly driving their growth while the precision
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weapons had nothing to aim at. Those patients — the
majority — kept cycling through endocrine therapy
and chemotherapy, waiting for a shot the mutation-
first playbook could not give them.

On July 14, 2026, the U.S. Food and Drug
Administration approved a molecule that throws the
commandment out. Gedatolisib — sold as
REVTORPYK, made by a small Minneapolis company
called Celcuity — is deliberately, almost defiantly
broad. It inhibits all four class-I PI3K isoforms at
once (o, B, 6, y) and both mTOR complexes (mMTORC1
and mTORC?2). Six brakes on one pathway, pressed
together. It is the first medicine ever approved to
blockade the PAM pathway comprehensively — the
thing the field had wanted, and feared, since the
2000s.



THE FEATURE -

WHAT THE TRIAL SHOWED

The numbers that changed the argument

"Comprehensively inhibiting this pathway has stymied researchers and
drug developers for nearly two decades. This is the first drug to do it."

Where no mutation could be targeted

The approval rests on the PIK3CA wild-type arm of
the Phase 3 VIKTORIA-1 trial — patients whose
cancer had progressed after CDK4,/6 and hormone
therapy and who had no PIK3CA mutation to match.
Given gedatolisib on top of standard fulvestrant and
palbociclib, median progression-free survival
reached 9.3 months, versus 2.0 months for
fulvestrant alone. That is a 76% reduction in the risk
of progression or death (HR 0.24; p<0.0001) — and it
landed in exactly the population precision oncology

could not serve.

Response rates tell the same story with less
arithmetic: 32% of triplet patients saw tumors shrink
measurably, against 1% on fulvestrant. When
responses came, they lasted a median of 17.5 months.
Even the lighter two-drug version — gedatolisib plus
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fulvestrant, no palbociclib — delivered 7.4 months of
PFS and a 67% risk reduction.

It beat the scalpel on the scalpel's turf

Here is the result that should unsettle the
orthodoxy. In a separate VIKTORIA-1 cohort of
PIK3CA- mutant patients — the exact group the
selective drug alpelisib was built for — gedatolisib
was tested head-to-head against alpelisib. The broad
drug won: median PFS of about 11 months versus 5.6,
roughly a 50% further reduction in risk. The
unselective molecule outperformed the selective
one in the selective one's home game. Celcuity plans
a supplemental filing for that indication this quarter.

The through-line: coverage beat precision because
the disease's advantage was redundancy, and you do
not out-clever redundancy — you out-cover it.



THE FEATURE - FROM BENCH TO BEDSIDE

What it means, and what it costs

The immediate consequence is a new default for the
majority subtype of the most common cancer in
women. HR+/HER2- disease is roughly 70% of breast
cancers; the wild-type patients gedatolisib serves are
about 60% of those. For the first time, "your tumor has
no targetable mutation" stops being the end of the
pathway conversation.

The deeper consequence is intellectual. Gedatolisib is a
working proof that polypharmacology — one molecule,
many targets, chosen on purpose — can beat single-
node precision when a pathway is buffered against any
single hit. That is a design principle, not a one-off. It
reopens a shelf of "too broad to be safe" ideas that the
mutation-first era quietly retired.

The cost is real and worth naming. Pressing six brakes
hits healthy tissue too. In the trial, mouth sores
(stomatitis) struck 72% of triplet patients, rashes 30—
40%, and elevated blood sugar roughly half — the
predictable tax of shutting a growth pathway body-
wide. Commercial launch is expected late in the third
quarter of 2026, paired with a prophylactic mouthwash
protocol and glucose monitoring. Breadth is not free.
This week's news is that, managed, it can be worth
paying for.

A four-term glossary

PAM pathway
PI3K — AKT — mTOR: the cell's master "grow now" relay.
Overactive in most HR+ breast cancers.

Isoform-selective
A drug tuned to one exact subunit (e.g. PI3Ka). Precise — and
easy for a redundant pathway to bypass.

PIK3CA wild-type
Tumors with no mutation in the PIK3CA gene — the majority,
and until now the hardest to target here.

Polypharmacology
Deliberately hitting many targets with one molecule. The
"sledgehammer" design gedatolisib validates.
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FIELD NOTES

How one molecule jams six
switches

| Read the relay. A growth signal enters
and runs down the PAM relay: four PI3K
isoforms feed AKT, which drives two
mTOR complexes. Redundancy is the
point — the cell keeps spares.

2 Refuse to choose. Instead of one
perfect key, gedatolisib binds the
shared ATP pocket common to all four
PI3K isoforms and both mTOR
complexes — six locks, one shape.

3 Close every corridor. With no spare
node left to reroute through, the
pathway goes quiet. The tumor cannot
feedback its way back on — the escape
routes are walled at once.

The trick was never a better key. It was one
key cut to fit six locks that a cancer assumed
it could keep swapping.



THE CONTRARIAN MOVE 37

In defense of the scalpel

The strategic read is that breadth beats precision. Before you rewire your priors, hear the

strongest version of the case against this week's hero.

THE MOVE 37. The non-obvious play here is to stop
treating "selective" as a synonym for "good.
Gedatolisib says the winning move against a
redundant system is not a sharper point but a wider
net — and that the patients worth chasing are the
ones with no legible target, precisely because
everyone else abandoned them. If that generalizes, a
decade of "one mutation, one drug" was a local
optimum, and the next wave of oncology is
engineered promiscuity: molecules chosen for
coverage of a network, matched to pathways rather
than point mutations.

WHY THE CONSENSUS DISAGREES. Because the
consensus is not stupid — it is scarred. Broad PI3K
inhibitors were tried in the 2010s and failed on
toxicity; selectivity was the hard-won fix, not a
fashion. And the numbers invite caution. The

comparator arm here was fulvestrant alone, which

managed just 2.0 months of PFS — a low bar that
makes any active combination look heroic. The 9.3-
month result is real but modest in absolute terms,
overall-survival data are immature, and the toxicity
is not a footnote: 72% stomatitis is a lot of suffering
to manage at scale.

THE HONEST SYNTHESIS. One drug is not a
paradigm. What gedatolisib proves is narrower and
sturdier than the triumphalist read: when a target's
power comes from redundancy, coverage can beat
cleverness — if you can pay the toxicity bill. That "if"
is the whole ballgame. The scalpel isn't obsolete; it
just met a problem shaped like a maze instead of a
lock. The interesting question for a technical reader
is where else you have been optimizing a legible
node while the real bottleneck was the network
around it.

TAGGED - THE CONTRARIAN — THE COLUMN THAT ARGUES THE OTHER WAY ON PURPOSE
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AGAINST THE GRAIN
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DISPATCHES - SIGNALS

Signals from three frontiers

Three developments from the week that each carry the same lesson as our feature — the payoff was in the

system, not the single part.

$120.6B

600th

<5%
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SEMICONDUCTORS

Global chip sales hit an all-time monthly high of $120.6 billion in May 2026
— up 9.2% from April and more than double the $59.1 billion of a year
earlier, the 15th straight month of growth. The Al buildout is no longer a
story about one hot GPUj; it is a whole supply chain compounding, from
memory to packaging to power. Breadth, again, is where the value is

accruing.

On July 13, SpaceX flew a previously-used Falcon 9 booster for the 600th
time, across two Starlink launches less than eight hours apart. Reuse has
quietly become the industry's real engine: the spectacle is the rocket, but
the economics are in the fleet — the same hardware amortized across
hundreds of flights until launch feels routine.

ENERGY

China's first national solid-state battery standard (GB/T 43568-2026) took
effect July 1, ruling that only cells with under 5% liquid electrolyte may be
called "true" solid-state — ending the "semi-solid" marketing muddle. It is a
reminder that standards, not just chemistry, decide when a lab result

becomes an industry. Definitions are infrastructure.



THE LEDGER

By the Numbers

SEVEN FIGURES THAT FRAME THE WEEK

9.3.2.0

Months of median progression-free survival —
gedatolisib triplet versus fulvestrant alone in
wild-type patients.

32%vsl%

Objective response rate, gedatolisib triplet
versus fulvestrant — tumors that measurably
shrank.

72,

Triplet patients with stomatitis — the toxicity
tax of pressing six brakes at once.

$120.6B

Global semiconductor sales in May 2026 — a
record month, and more than double a year
prior.
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76

Reduction in the risk of progression or death
for the triplet (HR 0.24; p<0.0001).

4.2

Targets hit by one molecule: four PI3K
isoforms (a, B, 6, y) plus mTORC1 and
mTORC2.

“"20 yrs

How long comprehensive PAM-pathway
blockade resisted every drug developer who
tried it.

600

Times SpaceX has now re-flown a used Falcon
9 booster — reuse as the real economic
engine.

THE LEDGER
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CLOSING - THE LONG VIEW

The virtue of specificity has an expiry
date

Precision was the right idea for a generation because most of biology really does have a legible lock, and
picking it is elegant, safe, and teachable. But a strategy hardens into a dogma when it stops asking whether
the problem in front of it has the shape the strategy assumes. Gedatolisib's quiet scandal is that the
majority of these cancers never had the lock — and for years we kept offering keys.

The move that worked was to look at the pathway as a network and ask where its resilience actually lived. It
lived in redundancy, so the answer was coverage. That is not a fact about breast cancer; it is a fact about
systems that survive by rerouting — supply chains, energy grids, model pipelines, org charts. The
semiconductor boom compounds across a whole chain, not one chip. SpaceX's economics live in the fleet,
not the flight. The pattern rhymes because it is the same pattern: when advantage comes from redundancy,
you beat it with breadth, and you pay for breadth in complexity you have to manage.

So the question this issue leaves you with is not about oncology. It is about your own roadmap. Where are
you polishing a single legible node — the metric you can name, the mutation you can see — while the real
bottleneck is the network humming around it? The sharpest tool is not always the one that wins.
Sometimes it is the one wide enough to close every door at once.
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THE WEEKLY MAGAZINE OF INNOVATION

THE LENS - A QUESTION TO CARRY

Where in your own work are you sharpening
the target you can name, while the real
bottleneck is the network you can't?

NEXT ISSUE - FRIDAY
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