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Supreme Court to consider § 
101 again: Prometheus returns

On 20 June 2011, the Supreme Court granted 
Mayo’s petition for a writ of certiorari to 
review the Federal Circuit’s holding that 
Prometheus’s patents claiming methods 
for determining the optimal dosages of 
thiopurine drugs to treat certain diseases 
were directed to statutory subject matter 
pursuant to 35 USC § 1011. With this grant, 
the Supreme Court has agreed to re-enter 
the field of patent-eligible subject matter of 
method claims, only a little over a year after 
its decision in Bilski2. The outcome of this 
case is eagerly awaited and likely to have 
broad implications on the validity of patents 
in the pharmaceutical and biotechnology 
sectors, where many patents claim methods 
similar to those at issue in Prometheus. 
Briefings will occur over the next several 
months, with a decision likely to come by 
the end of the term in June 2012. 

Case background
Prometheus is the exclusive licensee of two 
patents directed to methods for determining 
the optimal dosages of thiopurine drugs to 
treat autoimmune diseases. The drugs include 
six mercaptopurine (“6-MP”) and a pro-drug, 
azathiopurine (“AZA,”) that converts to 6-MP 
upon administration to a patient. In the body, 
6-MP is broken down into metabolites. The 
drugs 6-MP and AZA have been used for years; 
however, non-responsiveness and drug toxicity 
were problematic in treating some patients. 

The claimed methods comprise 
“administering” drug to a patient, “determining” 
the levels of the drug’s metabolites and 
comparing the measured metabolite levels to 
pre-determined levels – wherein the measured 
metabolite levels indicate a need to increase or 
decrease the drug levels so as to minimise toxicity 
and maximise treatment efficacy3. 

In June 2004, Prometheus sued Mayo in the 
Southern District of California for infringement 

of the two patents. The District Court granted 
Mayo’s motion for summary judgment of 
invalidity under 35 USC § 101, holding that the 
patents claimed correlations between thiopurine 
drug metabolite levels and therapeutic efficacy 
and toxicity, and that these correlations were 
natural phenomena that were not patent-
eligible4. The court further concluded that the 
claims wholly pre-empt use of the correlations5. 

On appeal, the Federal Circuit reversed, 
holding that the claims were directed to 
patentable subject matter under § 1016. The 
court applied the machine-or-transformation 
test and held that the “administering” and 
“determining” claim steps were transformative 
and not merely data-gathering steps7. 

Mayo filed a petition for writ of certiorari 
in the Supreme Court. Without comment, the 
Supreme Court vacated and remanded for 
reconsideration in light of Bilski8. On remand, 
the Federal Circuit again reversed the ruling 
and upheld the patentability of the claims 
under § 101. The court stated that:

“[i]n light of the Supreme Court’s decision 
in Bilski, patent eligibility in this case turns 
on whether Prometheus’s asserted claims 
are drawn to a natural phenomenon, 
the patenting of which would entirely 
preempt its use…or whether the claims 
are drawn only to a particular application 
of that phenomenon9.” 

The court found that the claims “do not wholly 
preempt all uses of the recited correlations” 
between metabolite levels and drug efficacy 
or toxicity10. Rather, the court viewed the 
claims as comprised of specific treatment 
steps which involve a particular application of 
the natural correlations11.

The court reiterated its pre-Bilski reliance 
on the machine-or-transformation test and 
stated that Prometheus’s asserted claims 
recited two transformations – changes in the 

human body resulting from administration of 
the drugs, and changes in the blood when it 
is tested for metabolites12. Significantly, the 
court reaffirmed the patentability of method 
of treatment claims by interpreting the 
machine-or-transformation test broadly: 

“[M]ethods of treatment…are always 
transformative when one of a defined 
group of drugs is administered to the 
body to ameliorate the effects of an 
undesired condition13.” 

Where is the line between 
methods of treatment and natural 
phenomenon?
The following question was certified by the 
Supreme Court: 

“Whether 35 USC§ 101 is satisfied by 
a patent claim that covers observed 
correlations between blood test results 
and patient health, so that the claim 
effectively preempts all uses of these 
naturally occurring correlations, simply 
because well-known methods used to 
administer prescription drugs and test 
blood may involve ‘transformations’ of 
body chemistry14.” 

The question presented gets to the heart 
of the potential conflict between patenting 
methods of treatment or diagnostics, which 
rely on the occurrence of natural phenomenon 
as the basis of the invention, and the natural 
phenomenon itself. It is clear that, under the 
Federal Circuit’s machine-or-transformation 
analysis, Prometheus’s claims pass muster. But, 
even if the treatment and determination steps 
are transformative, does the patent preempt 
all possible methods of using the claimed 
correlations? And if so, should such an invention 
be patent-eligible? Where is the line between 
natural phenomenon and their application? 

Mayo’s petition presented three key issues: 

The Supreme Court has agreed to re-enter the field of patent-eligible subject matter of method claims 
following Mayo’s petition. Christine Willgoos and Petra Scamborova discuss the implications for 

the validity of patents

THE CASE:
Mayo Collaborative Services, doing business as Mayo Medical Laboratories, et al, v Prometheus Laboratories, Inc
Supreme Court of the United States
Docket number 10-1150



72  Intellectual Property magazine October 2011 www.intellectualpropertymagazine.com 

1)  Whether the Federal Circuit properly analysed 
the claims under the preemption standard; 

2)  Whether the Federal Circuit inappropriately 
extended the machine-or-transformation 
test and created a conflict with the 
preemption standard; and

3)  Whether this case presented the same 
issues that warranted a grant of certiorari in 
the LabCorp case15. 

In briefing its petition, Mayo relied heavily on 
the preemption standard16. Mayo argued that 
Prometheus’s patents monopolise every useful 
implementation of a correlation between the drug 
treatment and drug metabolite levels that result 
from conversion of the drugs by natural enzymatic 
activity inside the body. The resulting correlation, 
in Mayo’s view, is “unquestionably a natural 
phenomenon17”. Moreover, Mayo argued that 
the claims are “sweeping” and “unprecedented” 
in their preemptive scope because they end with 
a step of recognising the correlation and thus 
“cover anything that a physician might do with 
her knowledge of the correlation18”. 

Prometheus disagreed with Mayo’s 
application of the preemption standard to the 
claims at issue. In its view, the first two steps 
would plainly satisfy § 101 because they do not 
claim correlations in the abstract, but instead apply 
those relationships in concrete physical processes 
to generate useful treatment information19. 
That is, Prometheus sees its patent claims in a 
more narrow light – as only preempting use of 
the indicated correlations in connection with the 
use of the two drugs and associated treatment 
steps. Hence, the claims cannot preempt natural 
principles because other means of treating the 
diseases with these drugs exist, as do methods 
of using the correlations that do not include the 
other steps of the patent20.

Mayo’s second issue presented to the 
Supreme Court relates to the Federal Circuit’s 
alleged disregard for the primacy of the 
preemption analysis as taught by Bilski and 
its “broad extension” of the machine-or-
transformation test21. Namely, Mayo identifies 
the “role of machines and transformations” 
as subservient to the more general inquiry into 
preemption22”. Even under the machine-or-
transformation test and, in direct contrast to the 
Federal Circuit’s decision, Mayo does not view the 
first two steps of the claims as transformative; 
rather they are data-gathering steps that, having 
been used for many years prior to the issuance of 
the patents, were already part of the “storehouse 
of knowledge23”. Because the correlations are 
a “mental step and thus not patent-eligible per 
se”, they cannot be patentable in combinations 
with mere data-gathering steps24. 

Prometheus, however, views the Federal 
Circuit’s application of the machine-or-
transformation as “a routine, fact-specific 

application of [Supreme Court’s] doctrine25”, 
as well as unremarkable. 

Lastly, Mayo’s petition places considerable 
emphasis on a 2006 Supreme Court dissent 
in LabCorp. The claims in LabCorp were 
directed to a method of “correlating” blood 
homocysteine levels with a deficiency in 
folate. The case was dismissed on procedural 
grounds, but included a substantive dissent 
finding that the processes were not patentable 
because they were a “natural phenomenon” 
and “no more than an instruction to read some 
numbers in light of medical knowledge26”.

Mayo argues that LabCorp’s and Prometheus’s 
claims are “not materially different” because 
they both involve “taking a blood sample from 
a patient, assaying it, and then thinking about 
what the resulting natural correlation means for 
patient health27”. Although Prometheus’s claims 
are not immune to this line of attack, the claims 
do contain differences. The LabCorp patents did 
not involve an administration of the drug as part 
of the treatment regimen instead, the LabCorp 
patents involved correlations between naturally 
occurring biological markers in the body. 

Thus, the Prometheus case sets the stage 
for the Supreme Court to provide guidance 
regarding the distinction between patent-
eligible applications of natural phenomenon 
and not patentable subject matter directed to 
the natural phenomenon itself. 

Implications of the Supreme 
Court Prometheus decision
This case will have a direct impact on the scope of 
§ 101, particularly in the area of pharmaceuticals 
and biotechnology. The Federal Circuit has 
continued to rely heavily on the machine-or-
transformation test after Bilski and has expressed 
its view that the Supreme Court permits a broad 
scope of invention under § 101. Moreover, the 
Federal Circuit has relied in its own Prometheus 
decision to define the scope of method claims 
in pharmaceutical and biotechnology inventions. 
For example, in Myriad, the Federal Circuit 
upheld methods of screening potential cancer 
therapeutics by relying, in part, on Prometheus28. 

The Supreme Court’s Bilski decision has been 
seen by many as producing more confusion 
than clarity, and the hope is that the upcoming 
Prometheus decision will clarify the current 
uncertain jurisprudence and provide guidance 
for method patents and diagnostic patents in 
particular. Thus, any Supreme Court decision in this 
case should be carefully monitored and considered, 
particularly with respect to patents directed to 
medical diagnostics or methods of treatment. 
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