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ver the past month and a half, I’ve asked
dozens of drug-manufacturing scientists
and vendors, “What’s the industry’s most

pressing issue?”
The answer: “The product pipeline. It’s not clear

that big companies can manage innovation.” Will
pharmaceutical manufacturers have pharmaceu-
ticals to manufacture?

Why is it that the number of new molecular
entities approved each year seems to fall, even as
research budgets climb? Overall approvals have
declined to 70-80 a year. That’s about the level of
the early 90s, when the regulatory logjam
prompted passage of the Prescription Drug Users
Fee Act. When PDUFA provided cash to help clear
the backlog, FDA produced the 1996 bumper crop
of 131 approvals.

At the same time, the proportion of new mo-
lecular entities is falling. Until 2000, these inno-
vative products reliably accounted for 30% to 40%
of New Drug Application approvals, sometimes
more. That percentage has fallen below 30% in
three of the last four years, dipping to 21% in 2002.

Somewhere on my bookshelf is a mouldering
a copy of Friedrich Dürrenmatt’s play, The Physi-
cists. The physicists of the title are three inmates
of a posh Swiss sanitarium. One believes he is Ein-
stein. A second believes he is Einstein but pretends
to be Isaac Newton to avoid upsetting the first.
The third inmate knows who he is and what is
what, but feigns insanity to evade intelligence serv-
ices trying to grab his great discovery.

In English translations, this discovery is called
something like the “unitary theory of elementary
particles or “the system of general discovery”—
something perhaps plausible but dramatically
weak. Who would lie, steal, cheat and murder for
a particle theory?

In German, though, the plot orbits around “the
system of all possible inventions”—scientifically
implausible but commercially compelling.

Imagine it: a protocol or algorithm that spins
out new inventions. It’s the pharmaceutical vision
of the Philosopher’s Stone: neat, process-driven
innovation, guaranteed.

Pharma companies excel at refining and hon-
ing processes, validating this and ISO-9000-ing
that. That kind of attention to detail is essential
for registering, making, and selling safe products.

Discovery is a different sort of beast. The ob-
jective is not really to find new compounds, but
to find new conceptual tools for evaluating and
winnowing out the 15,000-odd new chemical en-
tities reported in the literature each year, to locate
that one therapeutic needle in the journal
haystack. Figuring out which projects to kill, and
when to kill them, is the essential art of R&D.

Perversely, though, new-product discovery
seems impervious, even antithetical, to well-pol-
ished bigness. New ideas—especially new ideas
that can transform a discipline or a market—are
maverick, unpredictable, and messy. Nothing like
them has ever worked before, so they look like
very bad bets indeed: it’s much safer to go after
another cholesterol drug instead.

Any list of ground-breaking innovations will
include products that made it only because an in-
ternal champion skulked, chiseled, pilfered, and
sulked his way past corporate attempts to kill the
project. Take three examples from acknowledged
innovators.

Perhaps the most famous is 3M. I recently spoke
to a 3M executive about his company’s equally fa-
mous reluctance to see that “Post-It Notes” had
commercial potential. The inventor saved the
product by making up samples and distributing
them to the support staff, who then became in-
ternal advocates.

In 1987, Georg Bednorz and K. Alexander
Müller won the Nobel Prize in physics with dis-
coveries in superconductivity, a research program
that IBM had notoriously tried to kill, driving the
inventors to hide their work in other budgets.

And according to company folklore, Smith,
Kline and French Laboratories tried repeatedly to
kill cimetidine, the histamine H2-receptor antag-
onist that became the blockbuster Tagamet and
won Sir James Black the 1988 Nobel Prize in Phys-
iology or Medicine. Today, GlaxoSmithKline has
responded to the innovation crisis by breaking up
its mammoth £2.7 billion research enterprise into
a half-dozen smaller sub-groups “focused on spe-
cific disease areas and designed to be nimble and
entrepreneurial.”

Committees make prudent decisions and avoid
mistakes, but they’re afraid of the new. Individu-
als make great discoveries… usually after numer-
ous mistakes. PT
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