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From the Editor
There has been no shortage of excitement in the diabetes and obesity world in the past month and a half,
with a very interesting American Association of Diabetes Educators (AADE) annual meeting and a host
of regulatory approvals including the FDA approval of BMS/AstraZeneca’s DPP-4 inhibitor, Onglyza
(saxagliptin) and Medingo’s SOLO MicroPump Insulin Delivery System as well as the EU approval of
Novo Nordisk’s Victoza (liraglutide), which we understand is experiencing brisk sales. In this letter, I
would like to focus on certain major highlights and themes that have been repeatedly referenced in the
conferences we attend, the physicians and patients we interact with, and the news we cover.
Throughout AADE, we were impressed by the commitment of educators to their craft. This is evident
especially in one of our two interviews this issue, in our discussion with enthusiasm for continuous
glucose monitoring (CGM). CGM garnered lots of support as a useful tool in combating hypoglycemia,
controlling A1c, and measuring general trends in glycemic control. We expect that this support will
translate into greater clinical acceptance and better reimbursement. In Close Concerns’ Annual AADE
survey, CDEs estimated that 37% of their type 1 patients are using CGM, compared to only 7% in 2008.
Our research also suggests that the CGM market share will continue to grow apace if reimbursement
continues to improves. On that note, educators said that if CGM were widely available and reimbursed
(for the device and healthcare provider time), they would put an average of 91% of their type 1 patients
and 58% of their type 2 patients on CGM. This is markedly higher than in previous years when we have
conducted the same survey: last year, for examples, CDEs said they would use CGM in 69% of type 1s
and 35% of type 2s if reimbursed was a given, and at AADE 2007 CDEs indicated that they would use
CGM in 33% of their type 1 patients under similar conditions (and no type 2s!). This longitudinal data
clearly shows a trend of growing acceptance and adoption of CGM among CDEs, presumably fueled in
part by a large amount of clinical data that has been published in the past year (the NEJM published the
JDRF trial October 2, 2008) underscoring the clinical utility of CGM. Elsewhere in the survey, we were
impressed by educators’ focus on the need to treat diabetes within the context of obesity, metabolic
syndrome, and cardiovascular risk factors – a subject becoming increasingly central to the discussion.
As always, our healthcare provider surveys have limitations, notably small size (n=102) and a sample
that isn’t necessarily representative.
The FDA approval of a new DPP-4 inhibitor from BMS and AstraZeneca, Onglyza, is noteworthy
because it is the first drug that has been approved since the FDA implemented its new guidelines
regarding cardiovascular safety of diabetes drugs. While Onglyza may be seen in the eyes of some as a
me-too drug to Merck’s Januvia, Onglyza’s approval was certainly never taken for granted. Only a
month earlier, the FDA did not approve another DPP-4 inhibitor, Takeda’s alogliptin, due to insufficient
cardiovascular safety data; Takeda is now taking on a five-year, 5,400-person study as a result. For a
drug that had no cardiovascular signal, we think the delay reflects excessive oversight, particularly as it
delays a unique combination of drug that may help patients (DPP-4 inhibitor plus a low-dose TZD). As
expected, the FDA is requiring BMS/AZ to undertake an additional post-market cardiovascular study to
assess outcomes of Onglyza in a “higher risk population” – we believe this study may ultimately help

BMS/AZ with marketing if cardiovascular benefits can be demonstrated. The same is true for Takeda,
but BMS/AZ has the advantage of funding the trial with revenue from the new drug. As the second
approved DPP-4 inhibitor in the US after Merck’s Januvia, we believe that there is major market
potential for Onglyza, depending on sales and marketing execution, since there are so many people with
diabetes, particularly close to diagnosis, who are not at goal. Sales of Januvia have grown rapidly
reaching record worldwide sales this past quarter of $2.5 billion on an annualized basis, and Novartis’
Galvus (vildagliptin), approved in many ex-US markets, has gained ground nicely with sales
annualizing at approximately $150 million as of last quarter. While many factors have contributed to
the overall success of the relatively new DPP-4 inhibitor class (concerns about the safety of Avandia at
the time of launch, weight neutrality, presumed safety, very strong execution by Merck, to name a few),
a major source of their market success boils down to simplicity for prescribers and patients.
Switching gears, after two months, we believe the majority of healthcare professionals have opted to
disregard the Lantus studies associating the basal insulin with cancer as poorly designed reports that
do not convincingly or consistently demonstrate enough evidence to suggest changing treatment
regimens. Eighty percent of diabetes educators, for example, told us in our AADE educator survey that
their prescribing patterns won’t change. Although the European Medicines Agency’s CHMP requested a
further trial studying a possible link between Lantus and cancer, the head of the data safety monitoring
committee for this study, Dr. Rory Collins, MD (University of Oxford, UK), announced on August 11th the
results of an additional study he performed showing no increased risk of cancer in the Lantus arm. We
do look forward to the results of the ORIGIN(Outcome Reduction With Initial Glargine Intervention)
trial, expected in 2011, as well as to hearing about associations or lack thereof in other large databases.
We do note that we do not hear much support among endocrinologists for the supposed link.
A great deal is happening in the coming month, especially conferences – we will be attending and
reporting from many conferences, including the 35th Annual Meeting of the International Society for
Pediatric and Adolescent Diabetes (ISPAD) in Slovenia, the 4th Annual Cleveland Clinic’s Obesity
Summit, the California Diabetes Summit in Sacramento, the LWPES/ESPE 8th Joint Meeting in Global
Care in Pediatric Endocrinology in New York, and the 45th Annual Meeting of the European Association
for the Study of Diabetes (EASD) in Vienna (see later in this issue for a preview). While we don’t cover
more than one or two conferences per issue of DCU, we do write about all conferences with daily
coverage in our Closer Look newsletter – if you’d like more information on this, let us know. On the
obesity front, speaking of lots happening, Vivus and Arena are both expecting to report on phase 3
programs for their obesity candidates Qnexa and Lorcaserin and to file their NDAs with the FDA by end
of 2009. We also look forward to previewing the 27th Annual Scientific Meeting of The Obesity Society
next month, which we believe will be a more important meeting than ever, given the number of obesity
candidates advancing to late-stages in the development process and the heightened focus on obesity
from a public health perspective.
We will continue to watch for future developments and to effectively communicate these developments
to patients through diaTribe (www.diaTribe.us), our free patient newsletter, to help educate and raise
awareness among patients and caregivers of patients.
Best Wishes,

Kelly L. Close
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•
•
•
Videos

Below is our favorite video in diabetes this month:
Dr. David Kendall discusses diabetes drug safety concerns
http://www.youtube.com/watch?v=SBHTIUdSN88

Coming soon in DCU…
There are several conferences coming up in September and October that we look forward to reporting on,
including the 45th Annual meeting of the European Association for the Study of Diabetes in Vienna,
Austria, the Cardiometabolic Health Congress in Boston, the Cleveland Clinic Obesity Meeting, and the
27th Annual Scientific Meeting of The Obesity Society (formerly known as NAASO) in Washington DC, just
to name a few.
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1. Quotable Quotes in Diabetes
Treating Prediabetes with DPP-4 Inhibitors
“Any drug that improves a physiological dysfunction without weight gain or adverse effects and can be
taken once a day – I think it’s great, but it’s off label use [for prediabetes]. But the DREAM and ACT
NOW trials have shown TZDs are very effective in prediabetes so that’s a good alternative. If Merck
hasn’t started the studies yet, they must have thought about it.”
— Steve Edelman, MD (University of California at San Diego, La Jolla, CA) on the use of sitagliptin
(Merck’s Januvia) in prediabetes patients during a corporate-sponsored symposium at AADE 2009.
CGM Reimbursement Today
“It keeps getting better every day. I find that if you come in with preliminary data and show
improvement, reimbursement is much easier to get.”
— Jen M. Block, BSRN, CDE (Stanford University Medical Center, Palo Alto, CA) speaking on CGM
reimbursement during this year’s AADE.
Big Pharma Collaboration Paves the Way
"I think a good consequence is that big pharma is realizing that the current research and development
system does not work very well. A good change is that big pharma cannot afford to tackle this problem
on its own, so now we see large pharmaceutical companies going out and collaborating with academics
and small biotechnology companies, sometimes globally--I think that is a good thing. I think now the
industry is becoming customer-needs driven and I think that will drive us to design our targets better. I
think these changes are paving the way for a very bright future in pharmaceutical development"
— Yin Liang, MD, PhD (Johnson & Johnson Pharmaceutical Research & Development, New Brunswick,
NJ) in response to a question at the 5th Annual Obesity and Diabetes Drug Development Summit
regarding how recent changes in FDA guidelines are affecting the pharmaceutical industry.
Incretins Discussed Broadly at AADE
“It’s easier to take a pill than an injection, but is it the right choice?”
— Davida Kruger, MSN, APN-BC, BC-ADM (Henry Ford Medical Center, Detroit, MI) urging the use of
Byetta over Januvia at this year’s AADE annual meeting.
CGM Lag Time
“Some worry about the lag time with CGM. But I say, 15 minutes of lag time with CGM is better than four
hours of “lag time” between tests with self-monitoring of blood glucose.”
— Virginia Valentine, CNS, BC-ADM, CDE (Diabetes Network, Inc., Albuquerque, NM), former recipient
of the AADE Distinguished Service Award, discussing the benefits of continuous glucose monitoring at
this year’s AADE annual meeting.
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2. diaTribe FingerSticks

-by Daniel A. Belkin

3. DCU Company Watch
•

Emisphere – GLP-1 analog candidate in preclinical stage expected to enter phase 1
studies next year: CEO Michael Novinski led Emisphere’s 2Q09 earnings call on August 7th. He
indicated that the company’s orally-administered GLP-1 analog, in development with Novo
Nordisk, should begin phase 1 clinical trials “sometime” next year. The companies continue to
explore various GLP-1 agents, which can be delivered through Emisphere’s Eligen delivery
system. Novinski also noted that the challenges the company has faced over the past couple of
years have been surpassed – specifically noting problems with the organization, high burn rate,
technology, analysis of technology, and application of technology. On the financials, Emisphere
estimated that their existing capital resources are sufficient to continue operations through
August 2009 – so we’re waiting for an update on whether or not they can carry on. The company
reported a net loss of $3.7 million compared to a net loss of $7.6 million for the same period last
year. It also reported cash and restricted cash totaling $1.5 million, down 64% from $4.2 million
in 1Q09 – we assume this very low level of cash must be a major concern.
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•

Medco Health Solutions Inc. and United Drug – UK partnership for home-based
pharmacy services announced: On August 13th, Medco Health Solutions, Inc. announced a
partnership with United Drug plc to provide home-based pharmacy care services for 95% of the
UK’s 60 million residents covered under the National Health Services. The venture will be known
as Medco Health Solutions in the UK. The service will offer patients homecare services including
prescription drug dispensing and home-delivery, as well as on-site nursing for the administration
of oral, injectable, and infused drugs. Medco Health Solutions will also provide case-management
support.
The companies estimated in their announcement that 96% of all pharmacy costs and 70% of
overall UK healthcare costs are associated with care for patients with chronic and complex
conditions. An important plus to the partnership is that if home-care is expanded in the UK, it
could allow transfer of some of these complex, care-intensive cases from the hospital to the home,
cutting overall health expenditures. Importantly, patients will have greater access to healthcare
professionals at every stage of their illness, which should increase education and compliance.
Medco will coordinate with the NHS to ensure that offerings meet all NHS requirements. United’s
experience with the NHS system should work to complement Medco’s technological capabilities
and clinical knowledge. The venture seeks to capitalize on the two companies’ respective strengths
to expand into the UK homecare market, which has recently grown at an annual rate of 20% per
year and represents $1.6 billion of the UK’s prescription medications.

•

ORIGIN – Study shows no increased cancer risk from insulin glargine: On August 11th,
the data safety monitoring board of the ORIGIN study reported that there was no cancer signal
among patients taking insulin glargine within the study. As a reminder, the ORIGIN trial is a
randomized clinical trial designed to assess whether insulin glargine (Sanofi-aventis’ Lantus)
and/or omega 3 fatty acids can reduce cardiovascular events in people with dysglycemia
(impaired fasting glucose, impaired glucose tolerance, or early diabetes). The interim safety
analysis, headed by Dr. Rory Collins, MD (University of Oxford, UK), was performed in response
to articles recently published in the journal Diabetologia potentially linking insulin glargine to
various cancers. While the jury is not out yet regarding glargine and cancer, the report by the
ORIGIN DSMB does strongly support the safety of insulin glargine. The report is especially
significant because of the enormous size of the ORIGIN trial (12,578 participants), and because
unlike the studies cited in Diabetologia, the ORIGIN trial is randomized.

•

Vivus – On track to release results from two remaining phase 3 studies for Qnexa in
3Q09 and file NDA by end of year 2009: CEO Leland Wilson led the 2Q09 conference call
for Vivus on August 11th, giving an update on the status of Qnexa, the company’s leading
candidate for obesity. The company announced that it remains on track to release data from the
two remaining phase 3 studies for Qnexa, EQUIP (n=1,250) and CONQUER (n=2,500), in 3Q09.
Vivus is also on track to file the NDA for Qnexa by the end of 2009. Wilson reviewed the results
from two studies presented at ADA 2009 by Dr. Louis Arrone (Weill-Cornell Medical College, NY)
and Dr. Timothy Garvey (University of Alabama, Birmingham, AL) that demonstrate Qnexa’s
potential in prediabetes and diabetes patients. In the EQUATE (n=756) study, Qnexa was shown
to significantly reduce A1c levels in prediabetes. Dr. Garvey (University of Alabama, Birmingham,
AL) gave the second Qnexa phase 2 trial presentation at ADA; this study, labeled DM-230 lasted
for one-year and enrolled obese patients with diabetes (n=130). In this population, Qnexa
reduced A1c by 1.6% and subjects lost an average of 9.4% of their baseline body weight.
Management also announced that an abstract of DM-230 has been accepted by the European
Association for the Study of Diabetes (EASD) for an oral presentation and will be presented by Dr.
Garvey at the annual meeting in Vienna on October 2, 2009.
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Wilson concluded the call by noting greater appreciation for weight loss in obesity as a means to
improving diabetes control – an observation that was reinforced this year at both ADA and AADE
by leading experts. With regards to Qnexa, the data presented at ADA were extremely positive in
our view, from both an efficacy (exceeding both categorical and mean efficacy benchmarks for
obesity) and safety (few reported adverse events and impressive completion rates) standpoint.
Given the available data, we believe Vivus is well positioned for upcoming competition in the
obesity space, particularly since Orexigen announced late last year it would delay its NDA
submission for Contrave until first half of 2010. We also believe that Qnexa has generally better
efficacy than competitor Arena’s lorcaserin, which only met the categorical efficacy benchmark
(lorcaserin, of course, might also ultimately be combined with another compound). However, the
real test for Qnexa will be the results of the two remaining phase 3 studies and the regulatory
process. On the financial front, Vivus announced cash and cash-equivalents of $144 million, down
15% from $165 million in 1Q09. CFO Timothy Morris attributed this decline to the cash used for
operating and investing activities, and indicated that the decline was partially offset by the cash
provided by Deerfield for the Avanafil program (erectile dysfunction) in 2Q09; he said the
company would have $100 million by the end of the year.
•

Array BioPharma – Positive Results on Glucokinase Activator in 4Q09 Earnings
Call: CEO Robert Conway led the 4Q09 earnings call for Array BioPharma on August 10th. He
discussed positive phase 1 data for ARRY-403, a small molecule glucokinase activator indicated
for type 2 diabetes patients. Since glucokinase is involved in initiating insulin secretion by the
pancreas, and for enabling the liver to store glucose, ARRY-403 would increase pancreatic insulin
production and liver glucose uptake. The study, which enrolled 41 patients receiving either
placebo or a single dose of ARRY-403 (ranging from 25 mg to 400 mg), met its primary endpoints
of safety and efficacy. Patients treated with the compound experienced dose-dependent
reductions in post-prandial glucose excursions and 24-hour fasting blood glucose levels after five
to eight doses. The company is now conducting a 10-day multiple ascending dose study to assess
safety, efficacy, and glucose control. Management hopes to present results from both trials at a
major scientific meeting in early 2010, and believes the drug has the potential to be a first line
therapy with once-daily dosing, possibly for use in conjunction with metformin, DPP-4 inhibitors,
or TZDs. The company noted that it is in the process of looking for a partner with whom to further
develop ARRY-403. To our knowledge, other companies pursuing glucokinase activators include
Eli Lilly/OSI Pharmaceuticals (PSN010; LY2599506, phase 1), Novo Nordisk (NN9101, phase 1),
TransTech (TTP355, preclinical and phase 1), and AstraZeneca (AZD1656, phase 1). Although
these glucokinase activator candidates are in very early stages of development, the glucokinase
activator market could become very competitive if the class of drugs proves to be safe and
effective. During Q&A, management noted investing heavily in the commercial form of the drug
and plans to run phase 2 studies with the hope of getting the widest label representation. We are
eager to hear more data from larger-scale studies regarding hypoglycemia, weight gain/loss, and
cardiovascular risk. One major drawback to this class is it carries a big risk of hypoglycemia,
because of the high strength of the enzyme. Another challenge is that glucokinase is found in
many organs and is located upstream of important metabolic and signaling pathways so a
compound’s alteration of glucose metabolism may not be limited to the pancreas and liver alone.
To differentiate itself in a very competitive market, Array’s compound will need to be able to
optimally minimize hypoglycemia and side effects. While Array BioPharma posted a significant
net loss of $127.8 million and $26.7 million for 4Q09, it ended the fourth quarter with $57.5
million in cash, cash equivalents and marketable securities – and also raised $40 million from
Deerfield (who seems to be on a buying spree in diabetes). The company continues to rely heavily
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on partnerships for funding its programs—it aims to raise $80 million this year from new and
existing partnership programs.
•

Biodel – F3Q09 results reported as preparation for NDA submission continues: CEO
Solomon Steiner reported third quarter earnings on August 7th as Biodel prepares its NDA
submission for VIAject, an ultra rapid-acting insulin. The company reported a net loss of $11.1
million, compared to a net loss of $10.1 million in 3Q08. R&D expenses were $8.0 million, up
15.9% from $6.9 million in 3Q08. This increase was primarily attributed to costs associated with
purchasing recombinant human insulin to build a supply inventory for VIAject. 3Q09 cash and
cash equivalents totaled $63.6 million, down from $64.7 million (reported in September 30,
2008).
Overall, Biodel appears on-track to submit its NDA for VIAject around November 2009.
Management appears confident in its previous real-time stability data, and will submit the NDA
following the final real-time stability study, in accordance with a general requirement of the FDA.
Biodel has stockpiled enough recombinant human insulin to last approximately one-year
following a commercial launch.

•

Galapagos NV – 2Q09 results: CEO Onno van de Stolpe and CFO Guillame Jetten led
Belgium-based Galapagos’s 2Q09 call on August 7th. They did not mention the company’s diabetes
program other than highlighting the fact that the company has six key alliances with Eli Lilly,
GSK, Janssen Pharmaceutics and Merck. One of the alliances with Merck is for a diabetes and/or
obesity related therapeutic target. That’s potentially quite notable for a company that hasn’t
necessarily hit the radar screen as a company closely associated with diabetes, although clearly
this program is at a very early stage. As we understand it, Galapagos will be responsible for early
discovery of the compound, and if promising targets are identified, Merck has the option to
license the programs at the candidate drug or phase 1 stage. Under this agreement, Galapagos
would receive a €1.5 million (USD$1.98 million) upfront payment, would be eligible to receive up
to €170 million (USD$225 million) in milestone payments, and would receive double-digit
royalties on worldwide sales. Clearly, if this results in a marketable compound, the early
investment should have a robust ROI for Merck – no doubt the investment funds, even as low as
they are, are quite welcome for Galapagos, and the equivalent currency that comes with calling
Merck a partner is of extremely high value. During the call, no specific details on the program
were given.
This is similar to the commercial license agreement Galapagos signed with Hillcrest Therapeutics
in 2007 in which Galapagos was responsible for the identification of a PPAR-Delta candidate.
Hillcrest Therapeutics took over completion of development, clinical testing, and
commercialization of the compound with Galapagos playing no further role after identification.
Galapagos ended 2Q with cash and equivalents of €18.7 million and expects to end the year up
slightly, with €20 million. The company put strong emphasis on its efforts to reduce cash burn in
its call; it reduced net cash flow from €17.7M in the first half of 2008 to €5.4M in the first half of
2009. We see this as a positive sign and hope that no cuts have been made in diabetes related
R&D. As a reminder, in all, Galapagos has about 40 compounds in its pipeline.

•

Isis – 2Q09 shows strong cash position and good progress in metabolic and diabetes
targets: CEO Stanley Crooke led Isis’ s 2Q09 conference call on August 6th, emphasizing the
company’s strong financial position and progress on its compound mipomersen (indicated for
LDL cholesterol reduction) that is in phase 3. Dr. Crooke touched briefly upon the strong position
of Isis’s pipeline in Q&A noting three candidates with good progress that were likely to progress
into phase 3. He said that ISIS-SGLT2RX, Isis’s SGLT2 inhibitor, is the first compound the
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company has developed that targets the kidney, and that developing SGLT2RX has advanced their
understanding of kidney-targeting drugs in general. OMJP-GCCRRX, Isis’s glucocorticoid
receptor inhibitor partnered with J&J Ortho-McNeil, was also mentioned to be progressing well
in clinical study. Isis’s PTP-1B inhibitor was discussed only briefly in Q&A. The phase 2 data
evaluating it in combination with sulfonylureas in patients with type 2 diabetes was said to be in
the collection/analysis phase. When analyzed, the data will help Isis decide whether the
compound’s glucose, LDL, and weight profiles merit further development; we would say this is a
big “go/no go” decision for the field.
•

Novo Nordisk – Diabetes care up 18% (3.2% operationally), awaits FDA response on
Victoza in 3Q09: Novo Nordisk announced 2Q09 earnings in a call led by CEO Lars Sorenson
on August 6. In total, Diabetes Care grew to DKK 9.4 billion (~$1.7 billion), up 18% year-on-year
(3.2 % operationally), driven primarily by sales of modern insulins (Novo Nordisk’s terminology
for insulin analogs), which now account for 64% of the company’s insulin sales), which also
contributed strongly to the overall growth of the company. Overall modern insulin sales rose to
DKK 5.4 billion (~$990 million), up 32% (15% operationally). Levemir sales grew at 41% (23.5%
operationally), reaching DKK 1.3 billion (~$238 million). NovoRapid grew 37% (19.5%
operationally) to DKK 2.4 billion (~$450 million) while NovoMix grew 19.3% (4.2%
operationally) to DKK 1.6 billion (~$302 million). With liraglutide launched in the EU in early
July, we’ll likely have to wait until the 3Q09 report to get a gauge of results – we hope the
company will break out sales rather lumping liraglutide in the insulin-related therapies figure
(which, we note, is as of this quarter now called protein-related therapies). Protein-related sales
grew to DKK 492 million (~$90 million), up 7% (-6.6% operationally). The only segment showing
an explicit loss of sales regardless of currency differences was human insulin – falling to DKK 2.9
billion (~$526 million), down 3% (-15% operationally). This was lower than Lilly’s drop of 8% in
human insulin; as a reminder, for the sake of comparison, Lilly’s Humalog grew 9% to $478
million in sales in 2Q09. We heard in Q&A that insulin sales in Europe and Japan were suffering
– European growth is closer to 3-4% than 5-6%, for example – management looks to get back to
~5% growth with the inclusion of Victoza. Additionally, there has been a trickle-down effect of the
poor economy to China and India, where sales are now increasing at 25% and 10% annually,
versus 30% and 20% previously.
Oral anti-diabetic products (Prandin) grew robustly in an easy comparison over 2Q08, reaching
DKK 675 million (~$123 million) in sales, up 41% (23% operationally). Compared to 2Q08, both
the US dollar and the Yen have appreciated; ultimately, this appreciation should have positive
effects on Novo Nordisk’s financials as it could improve exports and sales to the US and Japan,
both substantial markets. However, in the short run, the currency appreciation has negatively
impacted operational growth rates quite appreciably in this quarter as a consequence of the
foreign exchange hedging choices made by the company for the first half of 2009. Notably,
however, management has raised guidance of growth for 2009 t0 12-14% operationally from 10%
operational growth previously projected in 1Q09.
We agree with management that Novo Nordisk still has considerable growth potential in the US
modern insulin market. Controlling 34% of the US modern insulin market share by volume, Novo
Nordisk estimates it is second to Sanofi-aventis (44% by volume) and ahead of Eli Lilly (22% by
volume); management believes they have penetrated less than 70% of the US market and that
more growth potential can and will be realized in this segment in the future. From our view,
considerable opportunity exists for expanding the market for rapid acting analogs, broadly
speaking, particularly as CGM becomes more widely covered and makes taking insulin that is
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meant to be adjusted, much easier and much more potent (if hypoglycemia isn’t such a fear,
insulin can used closer to its true potential).
Notably, CSO Mads Thomsen opened the R&D portion of the call with a brief account of the newly
released DCCT/EDIC follow up results. He reminded listeners that the 30-year follow-up of type 1
patients practicing intensive insulin therapy showed a significant reduction in complications,
including 50% declines in eye and kidney disorders and 40% declines in cardiovascular disorders.
He suggested results indicate good glucose control should be targeted from diagnosis. Clearly, this
benefits all insulin and insulin analogs in particular.
Also in the R&D section of the call, focus inevitably fell upon liraglutide; broadly, Novo Nordisk
seems confident about the future of its GLP-1 and expressed hopes in Q&A that no new data
would be required. CSO Mads Thomsen reported that formal feedback from the FDA on
liraglutide is expected in 3Q09; however, as he was pressed to reiterate multiple times in the
Q&A, this forecast is based only on the nature of the discussion with the FDA rather than any
formal extension. He was unable to share detail on the dialogue with the FDA but noted that the
agency has received and is examining LEAD-2 and LEAD-3 two-year calcitonin data. Notably, he
indicated the remaining waves of the liraglutide phase 3 program for the treatment of obesity are
being delayed until after the completion of the US approval process for type 2 diabetes. Outside of
the US, Dr. Thomsen emphasized that early sales in the UK, Germany, and Denmark were going
well (we have also heard this from other sources), and Novo Nordisk expects to launch in the
remaining EU member states through the end of this year and into 2010. A decision from the
Pharmaceuticals and Medical Devices Agency in Japan is expected in the first half of 2010, with
plans to file with regulatory agencies in China in August – this from our view shows the
company’s leadership in China and we will be very interested in following liraglutide’s
performance there. Levemir was recently approved in China – we hope to hear about how the
long acting basal performs in this market.
On the insulin front, SIBA (new generation basal insulin) and SIAC (fixed combination insulin)
are both expected to start phase 3 trials in 3Q09, named BEGIN and BOOST, respectively. BEGIN
will follow 7,000 patients and include a comparison with insulin glargine (Sanofi-aventis’
Lantus); BOOST will examine 3,000 patients and include a comparison to Levemir in a
basal/bolus regimen.
•

Alkermes – Recap of EQW milestones: In Alkermes’ 2Q09 August 6th earnings call,
President and CEO David Broecker provided an overview of the status of exenatide once weekly
(EQW). Broecker recapped the second quarter submission and acceptance of the NDA for
exenatide once weekly (EQW), the recent receipt of the FDA’s 74-day letter illustrated no
additional preclinical or clinical studies required, and the March 5, 2010 PDUFA date for EQW.
Broecker also described how the DURATION studies have demonstrated EQW’s superiority over
pioglitazone (Takeda’s Actos), sitagliptin (Merck’s Januvia), and insulin glargine (Sanofi-aventis’
Lantus) – this is very impressive in our view as we remember last year catching our breath when
the studies were announced as it seemed very risky to design superiority studies vs. these
established agents. He pointed out that these three medications had combined sales of more than
$8 billion in 2008 (Sanofi’s Lantus sold $3.6 billion, Takeda’s Actos sold $3.7 billion, and Merck’s
Januvia/Janumet sold $1.8 billion – actually, this is $9 billion!), expressing his belief that EQW
represents an important blockbuster opportunity. We agree and from our view, patient and
provider support will be key – we will be very eager to see how they term the “ease of use”
characterization compared to Sanofi’s Lantus, in particular, since Sanofi’s execution on creating
and marketing simplicity is “best of class” in our view. We believe Alkermes’ investment in
developing the Medisorb technology for the extended release of EQW will pay off well for them,
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since they have a straight 7% royalty from EQW revenue, and their hard work is already done –
Alkermes has no responsibility for launching EQW.
•

Home Diagnostics – Flat revenue reported for 2Q09 YoY but up substantially from
1Q09: Home Diagnostics reported 2Q09 revenue of $32.7 million on August 6th, down 2.1% from
2Q08 and up 33% sequentially. Gross profit for the quarter was $17.3 million, down 13% from
2Q08. Gross margins decreased from 59.6% in 2Q08 to 53% in 2Q09. due to the continued
investment in the rollout of the TRUEtest platform products (presumably higher COGS given
volumes aren’t yet at a peak) and lower pricing in the mail and distribution channels. SG&A
expenses were $12.6 million, down from $13.7 million in 2Q08 due to reduced spending after
launch of the TRUEresult and TRUE2go as well as cost reduction initiatives. Like in 1Q09, the
company reported that, given the state of the economy and the double-digit declines of larger
manufacturers, the performance of Home Diagnostics reflects its ability to effectively compete by
targeting consumers looking for both quality and value. With CE mark approval for the TRUEtest
product platform, management looks to continue expansion into the international market, despite
recent problems in the Latin America market stemming from currency exchange and payment
issues as well as the economy. Notably, the company is substantially expanding capacity, by three
times its current level – this new capacity is presumably meant to coincide with major growth
expectations on the international side. We will be eager to see what pricing does over the coming
months; while pharmaceutical products have increased prices virtually across the board, and
while insulin pump, insulin pen and CGM pricing has increased, traditional blood glucose market
pricing (to manufacturers) has declined over time, although HDI is at some advantage since it
works directly with retailers. Management had a follow-up meeting with the FDA in May
regarding the enzyme GDH-PQQ used in TRUEtest test strips; we assume the company is
working to make sure its strips adhere to updated FDA guidelines.

•

Orexigen – 2Q09 results show Contrave remains on track to be filed in 1H10;
prefers co-promote co-development partnership deal; Empatic phase 2b trial
completed: CEO Mike Narachi led Orexigen’s August 6th 2Q09 call. The company reported a net
loss of $17.8 million, a 29% reduction from 2Q08. Total operating expenses were $17.6 million,
representing a 35% drop from 2Q08. Cash and cash equivalents totaled $8.6 million for 2Q09 –
this doesn’t reflect its recent cash raise of $82 million from the public market or the $37 million
in securities it could sell. Narachi quickly reviewed the phase 3 results for Contrave and
reaffirmed his belief that these data show very positive safety, tolerability, and efficacy profiles.
He outlined the profile of the typical patient in the Contrave clinical trial program, and the
expected weight loss they would experience in a behavioral modification program alone vs. in
combination with Contrave therapy. Management also announced the completion of a phase 2b
clinical trial of Empatic, also known as ZB-202, and expects to release findings from the study in
the next few months. As a reminder, Empatic will likely be targeted at men or women of non child
bearing age who have higher BMIs and more comorbidities. As we understand, Empatic is
expected to deliver more weight loss coupled with more side effects. Management said that a
partner wouldn’t be necessary to have before filing the NDA, but emphasized that a decision on a
partner would be more important to review labeling and finalize market positioning.
During Q&A, management announced its preference to enter a co-promote, co-development
partnership deal over a straight royalty deal. However, Narachi emphasized that Orexigen plans
to launch, with or without a partner, into high target, high call-to-action segments. In Q&A,
management also emphasized the need for long-term clinical outcome studies for obesity drugs
and pointed out that the success of the $40 billion hypertension and dyslipidemia markets had
hinged on such studies.
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•

Metabasis Therapeutics – Company viability uncertain, assets for sale including
glucagon agonist : On August 6, 2009, Metabasis, a San Diego-based biopharmaceutical
company with an existing pipeline of product candidates targeting diabetes, announced its 2Q09
results. In a call led by CEO Mark Erion, Ph.D., the company reported 2Q09 revenue of $9.7
million, up from $687,000 in 2Q08. In June, we reported that Metabasis was actively seeking
additional capital and might be forced to cease operations entirely if additional capital was not
secured. Erion noted that the second quarter has been one of the most challenging and difficult in
the company’s history, resulting in significant corporate restructuring in May; all R&D efforts at
the company were terminated, and its previously outstanding $8.8 million debt with Oxford was
settled. Dr. Erion stated that the company is focused on licensing or selling one or more of its
metabolic disease programs. This includes glucagon antagonist, MB11262, for diabetes and two
clinical stage compounds, MB07803 for diabetes and MB07811 for hyperlipidemia. He noted that
the company has reduced its ongoing operating expenses and has received a total of $8.0 million
from partners Roche and Merck. He seemed cautiously hopeful that this progress might help
Metabasis support some ongoing operations although, as we understand it, cash is only available
for the rest of this year.

•

Xoma – Pursuing cardiovascular indications in addition to diabetes for XOMA 052:
CEO Steve Engle led XOMA’s 2Q09 August 6th conference call. He discussed the company’s
decision to expand its focus from diabetes to include cardiovascular indications for its main
diabetes drug in development, XOMA052, an IL-1 beta antagonist. With phase 1 study almost
complete, Xoma is now discussing corporate partnership with other major pharmaceutical
companies to maximize the value of XOMA 052 and offset costs.
Plans for future XOMA 052 studies were highlighted in Q&A. Management stated it would
conduct both shorter and 6-month studies for the compound’s diabetes indication, with the
ultimate goal being to conduct a reasonable amount of studies as quickly as possible. Phase 2
studies will also explore other indications—because of how IL-1 beta affects body systems
(enlargement and rupture of plaque, up-regulating adhesion factors such as ICAM and VCAM on
the sides of vessels), XOMA will be executing more than two CVD studies. They will also conduct
large dose ranging studies, and if the results from these trials are as expected, they will move
directly into phase 3.
In their financials discussion, both CEO Steve Engle and CFO Fred Kurland highlighted XOMA’s
efforts to preserve cash and the company’s improved cash position. To increase revenue, XOMA is
also working on pursuing partnerships and collaborations through intellectual property, antibody
development, and manufacturing capabilities. Cash, cash equivalents, and short-term
investments at the end of 2Q09 were $27.6 million, up 155% from $10.8 million at the end of
2008.

•

BD and Lilly – Major donations in time of downturn: The ongoing economic downturn
has left millions of Americans without jobs and without health insurance. By BD’s (Becton,
Dickinson and Company) count, approximately 400,000 of these unemployed Americans may
have diabetes. In response, BD pledged on August 4th to donate five million insulin syringes and
pen needles through Direct Relief, a nonprofit humanitarian medical relief organization, to over
1,000 community health center and free clinic partners nationwide. This announcement follows
Eli Lilly’s decision to broaden income eligibility for their patient assistance programs from
qualifying income at or less than 200%of the US Federal Poverty Level to at or less than 300%
(i.e., $44,000 or less for a family of two). We commend BD and Eli Lilly for their commitment to
patients.
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•

Insulet – 2Q09 indicates that strong revenue expected to continue; plans to file
Omnipod/CGM by end of year: In a call led by CEO Duane DeSisto on August 4th, Insulet
announced 2Q09 results. Revenue was strong at $14.6 million, up 97% year-over-year and up a
strong 17% sequentially, which management attributed to a high level of referrals and strong
uptake of the second generation PDM. This was very good news in our view as this sounds like
high-margin revenue. Gross profit for the quarter was $3.2 million compared to a gross profit of
$2 million in 1Q09 and a gross loss of $2.4 million in 2Q08. Gross margins increased to 22%, up
from 16% in 1Q09, 10% in Q408, and breakeven in 3Q08 – this is certainly progress for the year
on this front. Measures to improve efficiency seem to be having an effect, as operating expenses
stayed flat at $19.6 million in 2Q09, down 1% from 2Q08 and up 0.5% from 1Q09. Net loss was
$20.2 million, down 15% from 2Q08 though up 3% from 1Q09. At the end of the quarter, cash
and cash equivalents totaled approximately $52 million, down from $68 million last quarter and
down from $99 million in 2Q08.
In light of 2Q09 results, management tightened revenue guidance to $58-$65 million, from $55$65 million. This is driven by expected third quarter revenues of $16.5-17.5 million, reflecting 1320% sequential growth over 2Q09. We feel this range is certainly possible if new patients continue
to be added at a similar rate –to reach the low end of the yearly guidance Insulet would only have
to maintain an average $15.5 million in revenue per quarter through the end of the year. Notably,
management expected gross margin to be in excess of 30% in 3Q09 with continued progress
predicted into 4Q09 – from our view, this was one of the most positive messages of the call.
Clearly, success hinges on cost per pod, which will be a key factor– management appeared
confident cost per pod would be below $20 through the second half of the year.
Management emphasized their belief that ease-of-use will be the biggest factor in the emerging
full-featured disposable pump market, and is confident that the OmniPod is well positioned to
compete with future offerings. The second generation personal data manager (PDM) for the
OmniPod has been well received by existing OmniPod customers, with over 20% of Insulet’s
customer base already switched to the second generation PDM. We would have to assume that
payors like this, as transitioning users to a new PDM is certainly cheaper (well under $1000) than
transitioning to a full featured $6000-plus traditional pump. (Although clearly ongoing pod use is
also more expensive than sets – but given how much patients move from plan to plan, payors
might rather replace PDMs than pumps.) Customer satisfaction was also observed through
attrition rates, which decreased by a full percentage point from 12% to 11% in 2Q09. Lastly, a
record number of referrals were seen in July, continuing a trend of increasing referrals from early
May. On the product front, Insulet plans to submit a sensor-integrated OmniPod/CGM by the end
of this year, consisting of a PMA supplement with the manufacturer of the CGM. Insulet has
sensor-augmented pump agreements with both Abbott and DexCom, but did not disclose with
which company it plans to file with regulatory agencies this year. Management emphasized the
potential for international market expansion, with international revenue seen as early as 2010.
With CE mark approval in Europe, Insulet is in active discussion with prospective partners both
in Europe and elsewhere.

•

Debiopharm – AMPK activator licensed to Mercury Therapeutics: On August 4, 2009
Debiopharm Group, a Swiss biopharmaceutical specializing in biologics and small molecule
candidates, announced an exclusive licensing agreement with Mercury Therapeutics Inc. for the
development and commercialization of its small molecule AMPK (adenosine monophosphate
activated protein kinase) activator, Debio 0930. Mercury Therapeutics is a Massachusetts-based
biotech firm focusing on novel therapeutics for type 2 diabetes, cancer, and cardiovascular
disease. Under the terms of the agreement, Debiopharm paid Mercury for support with research
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and development, predefined milestone payments during development, and royalties based on
net sales. Potential indications for Debio 0930 will include type 2 diabetes, hyperlipidemia, and
several oncology indications. The first trials in humans are expected to begin in 2012.
AMPK has been an intriguing therapeutic target for diabetes because of its ability to stimulate an
insulin-independent glucose transport pathway. AMPK activation functions to lower blood
glucose levels by activating GLUT-4 translocation at the peripheral level, primarily in liver and
skeletal muscle. Natively, this pathway is activated during periods of physical activity to increase
glucose levels for use by skeletal muscle. One concern of AMPK as a therapeutic target is that
excess glucose uptake by the liver and skeletal muscle will be converted to lactic acid, a potentially
harmful byproduct. That said, metformin, one of the most widely prescribed drugs in the US,
activates AMPK activity with minimal instances of lactic acidosis (though it is part of the warning
label). While TransTech Pharma and Betagenon both have AMPK activators in early-stage
development (preclinical and phase 1, respectively), no AMPK activators since metformin have
been commercialized. We are excited to see the interest of Debiopharm/Mercury in the
therapeutic potential of AMPK and look forward to future developments from this partnership.
•

MDRNA Inc. – Reports Positive In Vivo Data Demonstrating That Its UsiRNAs Are
Highly Potent Against Metabolic and Oncology Targets: On August 3rd, MDRNA Inc.
(formerly Nastech) announced positive data on its UsiRNA technology. The data suggested that
UsiRNAs are highly potent against metabolic disease. Unlocked nucleobase analogs (UNAs)
substitute the nucleotides that make up siRNAs. UNAs are easily incorporated by cellular RNAi
machinery and thus make siRNAs highly stable to nucleases, reduce cytokine induction, and
reduce off-target effects of siRNA. UNAs are created via MDRNA’s DiLA2 delivery platform. The
DiLA2 platform allows for creation of novel liposomal delivery systems based on dealkylated
amino acids. Unfortunately, despite these positive results, MDRNA stated that it was not pursuing
any metabolic targets or diseases for drug development with this technology.
The UsiRNA data came as very welcome news at the end of the company’s 2Q09, in which it fully
transitioned to an RNAi therapeutics company. Formerly a subsidiary of Nastech Pharmaceutical
Company, MDRNA was first established as an independent company in November of 2007 and
the 2Q09 earnings call marked the one year anniversary of the company’s focusing solely an RNAi
drug discovery. We think that MDRNA’s decision to not pursue metabolic targets may have to do
with the company’s newly stable financial position and the transition from intranasal drug
delivery to RNAi technology at a shaky economic time. MDRNA is likely being cautious with the
number of research avenues it pursues concurrently. Nevertheless, the metabolic results
presented are promising and we are curious whether management will perceive metabolic and
diabetes related targets as productive and fruitful areas for MDRNA to pursue at a later time.

•

DexCom – Impressive results for 2Q09, sequential growth up over 50%: In a call led
by CEO Terry Gregg on August 3rd, DexCom announced 2Q09 results. Product revenue was strong
at $4.1 million in 2Q09, up 116% from $1.9 million in 2Q08 and 52% from $2.7 million in 1Q09.
Though lack of reimbursement remained an issue on the call, management cited inefficiencies in
back office systems as the limiting factor in increasing sales. Noting strong sales, Gregg confessed
DexCom was “busting at the seams” in the back office during 2Q09. Management cited growing
awareness of CGM as a driving factor for increased sales and noted that the company could cross
through to positive gross margins by the end of the year if revenue growth holds. We believe once
the company’s partnerships with Animas and Insulet are active, and DexCom is receiving
effectively free sales support from the two pump companies, this will really help the top line as
well as gross margin line. On that note, gross margins of 60% were forecast for much higher
volumes of the current sensors, with volumes “north of this” for fourth generation sensors. For
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now, in the early years, this remains an expensive business to run; net loss for the three months
ended June 30 was $15.3 million, roughly flat with 2Q08. At the end of 2Q09, the company had
$52.1 million in cash, marketable securities, and restricted cash, up 20% from 2Q08 and down
20% sequentially.
Gregg was particularly positive on recent data presented at ADA that suggested CGM use by
patients on multiple daily injections and patients on pumps produced similar outcomes to A1c, as
the results suggest the key to reduced glycemic variability lies within the monitoring side rather
than in insulin delivery. The results of the JDRF and NICE-SUGAR trials were cited to
demonstrate the growing importance of (and/or need for) CGM, both in the ambulatory and
hospital markets. Management also concluded the call with strong statements, suggesting that the
market for CGM will expand to include type 2 patients on insulin and that CGM could ultimately
entirely replace A1c as the basis for medication titration and quantifying success in diabetes
management.
Notably in the Q&A, while Gregg acknowledged the increasing awareness of CGM amongst
clinicians, he suggested patient awareness and demand would be the “tipping point” for CGM
sales. We certainly agree with this – throughout the world of diabetes, patient opinion has
become a critical component in the success of a device or drug, particularly as patient
communication has been made much easier via the Internet. While it is encouraging to see that
reimbursement is becoming less of an issue for many patients, we note that many patients could
still use help with access – as more data emerges, access should continue to improve. On the R&D
front, DexCom is currently in late-stage development of its fourth generation short-term sensor
and expects to complete a large-scale trial for the product later in 2009 or early in 2010. The
fourth generation aims to enhance performance and ease of use, in addition to improving
interference blocking. There will also be efforts to further improve accuracy and speed warm-up
time. Notably, the sensor is being designed for large-volume production to improve gross margins
– a good sign of future efficiency for DexCom. The fifth generation sensor is planned to
incorporate many of the features of the in-hospital sensor being developed in collaboration with
Edwards. Though unspecified, management indicated certain technology from the blood-based
sensor would be translated for use in the subcutaneous sensor.
•

MannKind – Waiting for FDA; discussing partners; deciding on inhaler – August 3,
2009: In a call led by CEO Al Mann on August 3rd, management discussed its current activities
and expectations for Afresa, the company’s flagship inhaled insulin. The NDA for Afresa was
accepted by the FDA in May 2009 and the company recently received its 74-day letter. Notably,
the company maintains a deadline for securing a partnership of end of 2009, though internally, it
hopes to have a partner squared away by end of 3Q09. This was very surprising to us since we
would have assumed management teams of potential partners would want to see approval before
signing on the dotted line. There was a fair amount of discussion regarding whether Afresa will
come to market with the first generation MedTone inhaler or the second generation Dreamboat
device (unveiled at ADA 2009). It appears this decision will not be announced till an FDA
decision and/or partnership decision has been made. It does sound like the second gen device is
both easier to use and more efficient from a cost perspective. There was no discussion on
European filing (previously noted for 2010). At the end of 2Q09, the company reported cash of
$34 million available, up 13% from the end of 1Q09. The company still has $215 million available
from the loan from its CEO billionaire Al Mann. With these resources, the company anticipates
being able to fund development through 2Q10 – and likely a significantly longer runway is
available, if needed. When asked about potential financing plans, the company said it didn’t
comment on financings.
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•

Allergan – LAP-BAND receives label update in Europe regarding improvement and
possible remission of type 2 diabetes: CEO David Pyott led Allergan’s 2Q09 earnings call on
July 31, 2009. He noted that LAP-BAND received a label update in Europe indicating that the
associated weight loss has been shown to “improve or lead to remission of” type 2 diabetes. This
updated product label is a result of a major two-year randomized controlled clinical study, which
showed that the majority of type 2 diabetes patients using the LAP-BAND system achieved
remission of their diabetes (73% in the LAP-BAND treated group versus 13% in the conventional
therapy group). We view this as a major win for Allergan.
During the second quarter, Allergan’s obesity intervention division achieved product sales of
$66.3 million, down 14% (down 9% in local currencies) year-over-year from $76.7 million in
2Q08. Management reported double-digit declines in the US, offset by flat sales in local
currencies outside the US. They pointed out that the obesity intervention business is strongly
affected by the impact of co-pays and reductions in government spending, especially Southern
Europe. Allergan did not mention market share; last year, they reported holding approximately
75% market share, presumably with the balance going to J&J’s REALIZE gastric band. As a
reminder, the REALIZE gastric band contributed to minor domestic and operational growth of
the Ethicon Endo-Surgery business – J&J doesn’t report revenue of this business directly
(unfortunately).

•

Takeda – 1Q09 earnings show 6.6% decrease in Actos sales stemming largely from
significant depreciation of the Yen: In a call led by General Manager of Finance and
Accounting Hiroshi Takahara on July 31, 2009, Takeda announced its fiscal 1Q09 results. Takeda
achieved worldwide sales of Actos of 96.4 billion Yen (~$990 million) for the quarter, falling 6.6%
from 103.3 billion Yen (~$989.6 million) in 1Q08. Note that the sales in dollars were flat,
reflecting significant yen depreciation. Outside of Japan, where the vast majority (over 85%) of
Actos sales take place, Actos revenue fell 9% from 1Q08, dropping to 83.1 billion Yen (~$853
million) from 91.3 billion Yen (~$875 million). In Japan, Actos sales rose 11% to 13.3 billion Yen
(~$137 million), up from 12 billion Yen (~$115 million) in 1Q08. While there was strong growth in
Actos sales in Japan, a stronger Yen in this quarter led to weaker exports and lower sales outside
of Japan. Earnings for Takeda Pharmaceuticals North America (TPNA), a subsidiary of Takeda
Pharmaceuticals, which sells Actos, Actos plus metformin, and Actos plus metformin extended
release, were also announced. Actos family sales for TPNA fell $9 million, or 1.1% from 1Q08.
Management cited shrinkage in the oral antidiabetic drug market and increases in metformin
prescriptions, presumably both due to the economy, contributing to this loss.
Actos and Lantus are in a neck-and-neck battle for which will be the top drug of 2009 in diabetes,
after two quarters, with Actos sales totaling 185.4 billion Yen (~$1.7 billion) in the first half of the
year and Lantus at ~$2.2 billion. Of course, Sanofi has the edge exiting 2Q at $1.08 billion in
worldwide Lantus sales in 2Q09, yet we do note that the currency differences cloud this picture
somewhat. Compared to the US dollar, the Yen has improved since 1Q08 and as pointed out by
management, this kind of appreciation could affect exports by weakening overseas sales.
Conversely, the Euro has declined compared to the US dollar since 1Q08. This kind of
depreciation could influence exports by strengthening overseas sales. Even with currency effects
taken into account in the growth models, there could be deeper currency effects at play when
comparing the sale of the two drugs. All things considered, the two companies are still fairly close
and we are watching closely to see if Lantus widens the gap or Actos catches up in the remainder
of the year. GlaxoSmithKline’s Avandia franchise (Avandia and Avandamet) trails far behind both
Actos and Lantus with $314 million in 2Q09 sales, as we recently reported; this is down
substantially from the pre-Dr. Steven Nissen meta-analysis of 2007.
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In a pipeline update, management announced that Takeda is nearing a consensus in their
discussions with the FDA concerning the additional cardiovascular safety trials required for
reconsideration of their DPP-4 inhibitor alogliptin. According to management, they expect to be
able to announce the initiation of the trials soon. During Q&A, management said that they may be
considering multiple large studies to be completed in one year or smaller and fewer studies to be
completed in a two year period – they said openly they wanted to get approval before Actos goes
generic (2011). Takeda will have big competition entering the US market if and when these trials
can be completed and final FDA approval obtained as Bristol Myers-Squibb/Astra Zeneca’s DPP-4
inhibitor Onglyza (saxagliptin) just received FDA approval on July 31st. On the other hand,
Takeda also has a stellar sales force and incredible relationships on the endocrinologist and PCP
front. We do wonder how the FDA justifies denial of Takeda’s NDA for alogliptin considering that
the drug seems virtually indistinguishable from saxagliptin. We think its potential to be combined
into one pill with a TZD offers a major advantage. Speaking of combinations, Takeda continues to
aggressively pursue its strategy of combination therapies with two new listings in the pipeline: a
Blopress (anti-hypertensive) and Actos combination moving along in phase 3 trials and an
alogliptin and metformin combination currently in phase 1 trials. We are impressed by the
prospect of a combined anti-hypertensive/anti-diabetic therapy—as recently discussed at the
Obesity and Drug Development Summit, patients and doctors today are looking for more than
just A1c lowering from diabetes therapeutics—although on the whole we doubt whether blood
pressure lowering is as attractive to patients as a weight-loss effect, we certainly know clinically it
is most critical and a major contributor to heart disease and kidney disease.
•

AstraZeneca – Onglyza approved one day after the earnings call and dapagliflozin
progressing in phase 3: On July 31st, the FDA approved BMS/AZ’s DPP-4 inhibitor candidate,
Onglyza, a once-daily oral antidiabetic medication for the treatment of type 2 diabetes. As
expected, the FDA is requiring an additional post-market cardiovascular study to assess outcomes
in a “higher risk population” – we believe the study could ultimately help BMS/AZ with
marketing.
Management said in the AZ call Q&A that the companies will go to market as quickly as possible.
We look for a fast and massive launch of Onglyza, as indicated in management comments. Timing
was perfect for BMS/AZ as the approval happened shortly before AADE; the two companies
shared a large booth in their AADE launch. We believe that because there is little variability
between DPP-4 inhibitors, the effectiveness of BMS/AZ’s sales force strategy is critical to
Onglyza’s success.
In the 2Q conference call led by CEO David Brennan, AstraZeneca also gave an update on their
SGLT2 inhibitor, dapagliflozin, also in development with BMS. Remarkably, this program has ten
(!) phase 3 programs. Anders Ekblom, Executive VP of Development, noted the completion of two
six-month phase 3 studies and the successful recruitment of the other eight studies – the
companies seem to be moving fast on this one. AstraZeneca/BMS remain on track to file both the
new drug application (NDA) in the US and the Marketing Authorization Application (MAA) in
Europe for dapagliflozin in the second half of 2010. He also noted that these two phase 3 studies
will be presented at the EASD annual meeting and IDF congress later this year.
From our view, success in expanding the DPP-4 inhibitor market will depend on reaching more
PCPs here in the US and internationally, introducing them to this relatively new DPP-4 inhibitor
class. While we don't expect patients on Januvia or Janumet to change their therapy (at least not
in any large number), we believe BMS/AZ may be able to help expand the DPP-4 inhibitor market
quite substantially. Historically, 2nd or 3rd to market drugs in a class can often market based on
different side effect profiles, but this would be difficult to do with the DPP-4 inhibitor class as
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Januvia/Janumet win praise for being so tolerable. That said, much room to expand the market
exists in the near-term since many doctors still haven’t heard about the drug. Longer term, it is
possible that long-acting GLP-1 could take share from this class, although generally, with so many
patients not in good control, there is significant room to go around for efficacious, easy-to-use
drugs. We also look for the DPP-4 inhibitor market to expand because fewer drugs will be used in
monotherapy and more combination therapy is expected.
•

Incyte – Looking for a partner for its HSD1 program: In a call led by CEO Paul Friedman
on July 30th, Incyte announced 2Q09 results. While the majority of the call focused on Incyte’s
JAK1/JAK2 inhibitor program (for the treatment of myelofibrosis), INCB13739, the company’s 11
beta HSD1 inhibitor candidate was also discussed briefly. In particular, management reiterated
positive phase 2b trial results presented at this year’s ADA meeting. As a reminder, results from
the multi-center, double-blind, placebo-controlled trial indicated patients on metformin
monotherapy additionally treated with either 100 mg (n = 42) or 200 mg (n = 39) INCB13739 for
12 weeks experienced significant -0.38% and -0.47% declines in A1c, respectively (from a baseline
A1c of 8.3%). In addition, patients receiving 200 mg INCB13739 experienced modest significant
declines in homeostasis model assessment of insulin resistance (-1.06; a measure of insulin
resistance) and total cholesterol (-2.98%), with normal cortisol levels and rhythmicity maintained
following a compensatory increase in ACTH. We would say the A1c reduction isn’t anything in and
of itself to write home about but the combination of benefits may be more promising if combined
with another anti-hyperglycemic agent – this is a novel compound with a new mechanism, which
should certainly drive partner interest.
Incyte has voiced a strong desire to secure a partner since early on in the development of its HSD1
program and believes these results will help support their search – notably, in Q&A, it said it had
had multiple fruitful discussions of late . INCB13739 is currently the most advanced 11 HSD1
inhibitor in development, which could make it more appealing to potential partners – though we
do note several other larger companies including Amgen/Biovitrum (AMG221; phase 1) and
recently Roche (R4929 and R7234; phase 1) have HSD1 programs as well. The class received
considerable focus at ADA for its ability to control blood glucose; however, we still would like to
see more evidence of benefits to cholesterol and insulin resistance before concluding on the
potential of the class. We would add that although interest in diabetes drugs is high, Big Pharma
is likely also well aware that the bar may soon be increased significantly for novel new therapies, if
long-acting GLP-1 is successful. In that case, it will be harder to introduce anything truly
transformative.

•

Bayer – 10% growth in two largest diabetes care products in 2Q09: In a call led by CEO
Werner Wenning on July 29, 2009, Bayer reported significant growth in its two largest diabetes
care products. Bayer had recently combined its Diabetes Care Division with its medical
equipment business Medrad, and reported the businesses together as Medical Care; as such, in
contrast to J&J, Abbott, and Bayer, it is now impossible to track their diabetes care business
beyond the largest two products, the Contour and the Breeze. However, the company still breaks
out the sales of these two blood glucose monitors, which are the largest and most important
products for the franchise. Combined Contour and Breeze revenue in the quarter was €210
million (~ $297 million), a rise just over 17% or 10.4% sans FX from 2Q08. Sales of the Contour
line rose to €169 million (~$239 million), up 16.6% (up 10.4% sans FX). Sales of the Breeze line
rose to €41 million (~$58 million), up 20.6% (up 10.4% sans FX). Management attributed growth
in blood glucose monitoring revenue to greater demand in all regions, but particularly in Europe.
The company did not report Elite sales (the meter is being phased out) or its A1c product sales.
The growth in Contour and Breeze sales was particularly impressive in the current environment,
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considering the overall climate of the blood glucose monitoring market; they have done an
impressive job on the market share front. On the pharmaceutical side, Glucobay (acarbose) sales
were 84 million Euros (~$119 million), an increase of 13.5% from 2Q08 (up 3.2% sans FX). While
the main report didn’t include any mention of Bayer’s recent partnership with Bioton (see page
32) on the insulin front, management did express enthusiasm about the prospects in Q&A.
•

Sanofi-aventis – Lantus achieves over $1 billion in sales and is on track to double
sales by 2012: On July 29, 2009, CEO Chris Viehbacher led the 2Q09 earnings call (a record
two and a half hours) for Sanofi-aventis, opening by almost exclusively discussing the recent
Diabetologia studies on the association between Lantus (insulin glargine) and cancer. Lantus had
another blockbuster quarter in 2Q09, leading the company’s portfolio of drugs in sales (the #1
spot was a first for Lantus), with worldwide 2Q09 net sales reaching €792 million ($1.1 billion),
up 38% on a reported basis (26% operationally) from 2Q08. Worldwide Apidra (insulin glulisine)
sales in 2Q09 were €35 million ($49 million), up 59% on a reported basis (55% operationally)
from in 2Q08. Worldwide sales of Amaryl (glimepiride) were €107 million ($150.4 million), up
15% on a reported basis (4% operationally) from 2Q08.
This quarter’s Lantus revenue represented a major financial milestone for Sanofi, both because
Lantus now represented Sanofi’s biggest drug and also because this was the first quarter in which
Lantus quarterly sales exceeded $1 billion. Although from a much lower base, Apidra also began
to grow rapidly and is now annualizing close to $200 million.
Overall, management expressed great confidence in the long-term growth potential for Lantus
and reiterated its goal to double Lantus sales by 2012, a goal initially announced in 4Q08. We
think this is, while ambitious, quite achievable absent a major market disruption, like significant
delays to insulin due to long-acting GLP-1 or a substantially improved next generation basal
insulin from Novo Nordisk. Our model has Sanofi growing at a slightly faster rate than forecast by
management (contact us if you would like a copy of the model). Indeed, while we do believe there
is a great chance that long-acting GLP-1 ultimately delays the “time to insulin” for the average
type 2 patient, the main open question in our view is how easy it is to prescribe and take. That
said, there are already so many more people that should be on insulin that aren’t that we believe
Lantus sales doubling and a strong launch of long-acting GLP-1 compounds aren’t mutually
exclusive. On the Lantus and cancer front, Viehbacher was most dismissive of the four articles in
Diabetologia associating Lantus with increased risk of cancer, asserting his belief that majority of
the concern is arising from the investment community rather than the medical community.
However, in line with the CHMP’s request for further studies, Sanofi plans to continue research
on cancer risk association with Lantus, with studies likely to begin in 4Q09. Future studies will
likely be retrospective analyses of larger, more detailed electronic medical record (and insurance)
databases rather than a long clinical trial (5-10 years during which patients will still be on Lantus
we would assume). In the Q&A, management stated that a case control study was currently being
designed in Europe. There are no plans to prematurely interrupt the ORIGIN study to look for
cancer signals, he said – we do feel certain if there were a concern, the DSMB would have
addressed it.
Viehbacher also provided an update on the “Transforming” program, Sanofi’s restructuring
program to increase innovations in R&D and promote company growth. As part of the program,
two global business units for diabetes will be established to better integrate R&D and operations.
Sanofi will also continue to pursue M&A, working to diversify treatment offerings to fuel growth
rather than just by increasing insulin sales. Excitingly, in the Q&A, management suggested Sanofi
may also be planning to enter the device market in the future in order to continue toward its goal
of building up a worldwide diabetes franchise.
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•

Medco – Further discussion on reducing chronic illness and promoting healthcare
reform: In a July 29th call led by CEO David Snow, Medco announced 2Q09 results. Echoing the
1Q09 call, there was still a great deal of interest in Medco’s potential role in current healthcare
reform, both from the company and investors. Mr. Snow said Medco was “part of the solution”
and could contribute through electronic prescribing initiatives to drive physician adoption of
electronic prescribing, the establishment of a pathway for biosimilars, and service to the
previously uninsured as they move to government sponsored benefits. Notably, management also
suggested Medco could play a unique role in reform due to its chronic and complex therapy
management-focused therapeutic resource centers. In the Q&A, Mr. Snow noted that the US
wastes about $350 billion a year on the poor management of chronic and complex diseases – a
conservative estimate, both in his and our opinion – and that Medco is currently lobbying
Congress to improve methodology and create accountability around better outcomes to reduce
this number. We applaud Medco for its involvement in the reform process and are very
encouraged by their focus on improved care for chronic and complex diseases. We do hope the
push for generics will not stifle innovation or limit patient choice; while we believe virtually all
people with type 2 diabetes, for example, should try metformin, we also note that a significant
percentage (20% according to Dr. Eric Topol – see our interview in this issue with the worldrenowned cardiologist) do not respond to the drug or cannot tolerate it. Too, many clinicians and
researchers believe that generic SFUs actually prompt beta cell burnout – some believe SFUs
would no longer be on the market if they were not generic. While generic drugs in our view have
an important place in diabetes, we also believe generic drugs are mis-prescribed to some patients
and that better drugs (albeit more expensive) would serve patients well and would result in
significantly fewer long-term, costly complications.

•

Osiris Therapeutics – Funding from JDRF for Phase 2 Prochymal Trial: Osiris
Therapeutics announced on July 28th that it had received a $750,000 payment from the Juvenile
Diabetes Research Foundation (JDRF) for reaching the milestone of enrolling half of the 60
participants for its Prochymal phase 2 clinical trial. The randomized, double-blind, placebocontrolled phase 2 trial, is designed to evaluate the efficacy of Prochymal in preserving insulin
production. Prochymal is a treatment utilizing adult mesenchymal stem cells (MSC) targeted at
patients recently diagnosed with type 1 diabetes. Patients receive Prochymal in 3 IV infusions 30
days apart. Infusions take less than 30 minutes and patients are followed for the first six months,
at one year, and at 24 months. Osiris and the JDRF entered into an agreement in 2007. The trial
was recently opened to pediatric patients and thus now enrolls patients ages 12-35. This age range
is thought to closer replicate the population of patients that would likely benefit from Prochymal.
Prochymal has made significant progress towards approval for several other indications—
specifically steroid refractory and acute graft versus host disease (GvHD) and Crohn’s disease.

•

Medingo – Solo MicroPump receives FDA approval: On July 28, 2009 Medingo Ltd., an
Israeli medical device company focusing on cost-effective diabetes solutions, announced that it
received formal clearance from the FDA to market its Solo MicroPump Insulin Delivery System.
Medingo is held 92% by Elron Electronic Industries Ltd.—an Israeli-based holding company
investing in companies within the medical device, information and communications technology,
clean technology, and semiconductor fields—and Rafael Development Corporation Ltd., an Elron
subsidiary. Medingo introduced the Solo at the AADE in Atlanta and is planning the
commercialization of the Solo for 2010. From what we understand, the initial commercialization
will be done regionally and a sales force will be recruited in the future. The Solo MicroPump
System consists of a three-month reusable pump, insulin reservoir, three-day disposable
(cannula-containing) cradle, and a wireless remote. Dosing decisions are made using the remote,
but a key advantage is that bolus dosing can also be made from the body of the MicroPump.
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Further out, the company is designing an integrated CGM system that we assume would be
submitted to FDA post 2010. We believe that the Solo could expand the market for pumps in the
US – currently less than 30% of type 1s in the US are on pumps and well less than 1% of type 2s.
There is no information yet on pricing. There was significant interest in the Solo at the AADE –
we believe educators will welcome novel new ways of taking insulin. We do think it will take some
time to work on reimbursement. We were very impressed by Pump Pursuit, an online insulin
pump education game shown by Medingo at AADE.
•

Lexicon Pharmaceuticals – SGLT-2 inhibitor candidate LX4211 progressing through
phase 1 trials: During its 2Q09 earnings call on July 28th, Lexicon Pharmaceuticals provided an
update on its drug pipeline. LX4211, the company’s SGLT-2 inhibitor candidate, had recently
completed dosing in a phase 1 clinical trial. Additionally, the descending and ascending dose lines
were combined in an effort to accelerate development. Lexicon expected top-line results from the
trial sometime later in 3Q09. As a reminder, Lexicon is one of many companies pursuing the
SGLT-2 target – by our count, over 10 companies were conducting concurrent clinical trials,
including AstraZeneca/Bristol-Myers Squibb (dapagliflozin; phase 3), GlaxoSmithKline
(remogliflozin; phase 2), and J&J (canagliflozin; to start phase 3 in 2009). Our major concern
with this class is still the potential perceived and real risk of urinary tract infections (UTIs) and
the overall perception of risk by patients and providers. While trials have yet to show significantly
increased incidence of UTIs, we await further clarification of the safety and tolerability profile.
Notably, on the preclinical front, Lexicon is currently developing multiple treatments that could
potentially treat diabetes-related complications. There was no word yet if the company plans to
indicate the drugs for patients with diabetes, but the preclinical pipeline includes LG842 and
LG843 for the treatment of dyslipidemia, LG918 for vascular retinal disease, and LG985 for
atherosclerosis/obesity.

•

Takeda – NDA filed for fixed-dose pioglitazone/sulfonylurea in Japan: In a press
release on July 27, Takeda announced the filing of an NDA for a fixed-dose combination of Actos
(pioglitazone) and sulfonylurea with the Ministry of Health, Labor, and Welfare in Japan. Given
that concomitant use of Actos and sulfonylureas is common in Japan, we believe the fixed-dosed
tablet already has a strong potential market. As a reminder, a fixed-dose combination of
Actos/glimepiride was approved in the US in 2006 under the name Duetact and in the EU in
2007 under the name Tandemact – we foresee no complications in the Japanese approval
process.
Takeda’s recent diabetes strategy seems to be seeking approval for combinations involving its #1
global blockbuster, Actos, which achieved sales of $3.7 billion in 2008, higher than any other
diabetes drug. Specifically, Japan has approved the concomitant use of Actos with insulin, and
Takeda is also waiting for responses from regulatory agencies in the EU regarding a combination
of Actos and extended-release metformin (recently approved in the US). The FDA delayed the
Actos/Alogliptin TZD/DPP-4 combination and we look forward to more news on this front
following its announcement August 28 of the EXAMINE trial.

•

114th National Medical Association Annual Convention and Scientific Assembly –
Liraglutide significantly improves A1c in African American type 2 diabetes patients
compared to glimepiride: Data presented on June 25th at the 114th National Medical
Association Annual Convention and Scientific Assembly suggests that once-daily liraglutide, Novo
Nordisk’s Victoza, is efficacious in lowering A1c and weight in African American patients with
type 2 diabetes when the drug is taken as a monotherapy. This study analyzed 94 subjects who
self identified as African American in the LEAD-3 trial for liraglutide. As a reminder, LEAD 3 is
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one of five trials in the drug’s phase 3 program, comparing two doses of liraglutide (1.2 and 1.8 mg
once-daily injection) to 8 mg once-daily glimepiride (Sanofi Aventis’ Amaryl) in a 52- week trial.
There was some compelling sub-group analysis in this trial that suggested that the highest dose of
liraglutide, 1.8 mg, works considerably better than the lower dose, 1.2 mg. Patients treated with
1.8 mg of liraglutide showed a 1.2% reduction in A1c from a notably low baseline of 7.7%, with
64% of patients achieving an A1c of less than 7%. Liraglutide at the 1.2 mg dose showed less
robust effects, with patients demonstrating an average A1c drop of 0.8% from a significantly
higher baseline 8.5% and just 29% of patients achieving an A1c of less than 7%. Although it may
seem like a big difference in A1c between the two populations, we point out randomization was
not stratified for both A1c and race resulting in different starting A1c values in the populations.
Both liraglutide at 1.2 mg and 1.8 mg significantly improved A1c compared to glimepiride at 8 mg,
which prompted a small A1c reduction of 0.2% from a baseline of 8.3% with only 11% of patients
achieving an A1c of less than 7%. In addition to improving glycemic profiles, patients in the 1.8
mg liraglutide treatment group showed weight loss of 2.9 kg (6.6 lbs) after 52 weeks of treatment
compared to 0.5 kg (1.1 lbs) loss in the glimepiride group – baseline weight wasn’t given,
unfortunately. The meta-analysis shows positive effect (benefit) for blood pressure across all trials
and same but lesser effect in lipids. On the nausea front, 26% and 20% of those taking the larger
and smaller doses of liraglutide reported nausea, compared to 7% of those on glimepiride. As we
have come to expect from incretins, hypoglycemia was statistically significantly lower for patients
taking both 1.2 mg and 1.8 mg of liraglutide compared to glimepiride. Diabetes is known to take a
disproportionately high toll in the African American community with almost 15% of all African
Americans older than 20 years of age affected by the disease. Not only are we happy to see more
positive results from liraglutide, we are also pleased that Novo Nordisk is setting an example by
focusing research on a subset of the patient population that deserves particular focus. As we
understand it, liraglutide commercialization is going well in Europe; one advantage to Byetta is
that the drug can be taken anytime during the day or night and that titration between doses can
be done with the same pen, making titration less of a hassle overall (than with drugs where
different doses require different pens/pills).
•

Alizyme – Suspends shares and looks for buyers for its obesity drug candidate: On
July 24, Alizyme announced that it would suspend the trading of its shares, due to insufficient
capital. This followed the June 29 announcement that Alizyme believed it would not have
sufficient funding to continuing operations as is past the end of August 2009. On July 27, the
company’s board of directors appointed Ian Carr and Nigel Morrison of Grant Thornton UK LLP
to act as administrators for Alizyme, with the main priority of securing buyers for the company’s
drug candidates, including cetilistat for the treatment of clinically obese individuals and obese
patients with type 2 diabetes. As a reminder, cetilistat is a gastrointestinal lipase inhibitor that
acts peripherally to block fat digestion and absorption. The drug has completed phase 2 trials in
the US and Europe, producing similar weight loss to orlistat (Roche’s Xenical/GSK’s alli; 8.49 lbs
with 80 mg cetilistat t.i.d., 9.52 lbs with 120 mg cetilistat t.i.d., and 8.33 lbs with 120 mg orlistat
t.i.d.) and about twice as much as placebo at the end of 12 weeks. Takeda, Alizyme’s partner in
Japan, has initiated phase 3 trials in Japan. We aren’t sure of the status of these trials.
While cetilistat may not be the most efficacious drug, it is peripherally acting, which has proven to
show good tolerability in phase 2 trials – though as with orlistat (which shares a similar
mechanism of action) GI side effects, such as oily stools and fecal incontinence, still remain an
issue. The company seems in a scramble to find a buyer – we feel the drug could be a safe (and
likely cheap) purchase as long as it is viewed as a distinct, safer alternative to orlistat on the
market. We also note that the “competition” on the obesity drug front is heightening, with Vivus’
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Qnexa, Orexigen’s Contrave, and Arena’s lorcaserin – all likely more efficacious than cetilistat –
set to be submitted to the FDA in the next 12 months. This also comes at a time when FDA is
taking a closer look into adverse events with orlistat – liver problems in particular.
•

Healthways – Embrace platform integrates data from healthcare providers:
Healthways announced 2Q09 results in a call led by CEO Ben Leedle on July 24th. The majority of
the discussion centered on the release of Healthway’s new Embrace platform, which is designed
to integrate data from all of an individual consumer’s healthcare providers. Through the platform,
consumers are able to communicate with their providers using print, phone, or on-line methods,
in addition to traditional venue-based appointments. We are major fans of this approach,
especially for people with diabetes whose conditions are often aided by technology and for whom
data is very important – getting it easily, understanding it, and receiving feedback from
healthcare providers.
Notably, Mr. Leedle voiced the company’s desire to be involved in current healthcare reform, with
a focus on the financial benefits of health promotion, prevention, and chronic care management
programs. We also applaud this although we note that saving money related to diabetes is
complicated – while it is clear there is major savings potential for the healthcare system in the US
related to diabetes, there are also upfront costs associated with achieving the savings. For some
period of time, to reduce healthcare expenses related to diabetes, total spending may well need to
increase before it declines, since it will take some time before early, aggressive management truly
reduces the load spent on long-term macrovascular complications – at last count, that was tens of
billions of dollars annually.

•

Sanofi – Update on Lantus and cancer risk: On July 23rd, the European Medicines Agency
(EMEA) concluded that available data does not provide a cause for concern regarding the possible
link between insulin glargine (Sanofi-Aventis’ Lantus) and increased cancer risk. This
announcement follows the EMEA’s in depth review of all available information on a possible
relationship between insulin analogs and the risk of cancer, focusing specifically on the four
studies published in Diabetologia in late June. The studies were inconclusive due to
methodological limitations. In light of the uncertainty still surrounding the safety of Lantus, the
Committee requested that Sanofi-aventis develop a strategy for generation of further research
regarding the safety of Lantus. The EMEA is also looking for opportunities to cooperate with
academia to generate further information.
The EMEA’s announcement is consistent with those of the ADA, IDF, FDA, and EASD, which all
deemed the available data inconclusive and suggested patients not alter their insulin regimens
without the consultation of their healthcare providers.

•

Roche – Diabetes Care posts modest results in tough market: Roche announced 2Q09
results in a call led by CEO Severin Schwan on July 23rd. In the quarter, worldwide Roche
Diabetes Care sales were 759 million CHF ($682.7 million USD), down 3.1% from 2Q08 on a
reported basis (up 2% operationally). US sales were 192 million CHF ($172.7 million USD), down
4.0% from 2Q08. Similar to J&J and Abbott, the tight US economy and requisite out-of-pocket
expenditure for diabetes supplies were implicated in these declines; we believe pricing pressure is
also a major factor in the US. For comparison, in 2Q09, J&J Diabetes Care experienced a 9.5%
reported decline (down 3.7% operationally), while Abbott Diabetes Care reported an 8.2%
reported decline (though up 2.6% operationally). Half-year growth appeared more favorable for
Roche’s Diabetes Care, with sales rising 3% worldwide operationally and 2% in the US
operationally.
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In pharmaceuticals, little new information was reported on Roche’s late-stage metabolic
therapies. Roche’s once-weekly GLP-1 taspoglutide remains in phase 3 trials, with initial results
expected by 4Q09 or 1Q10. Management still expects to file an NDA for taspoglutide by 2010 and
believes the drug has the potential to be “best in class;” though we also believe potential could be
there at this stage since we are still waiting to hear more patient and provider feedback, overall,
we feel this may be an ambitious goal given that Amylin/Eli Lilly/Alkermes’ exenatide LAR will
reach market first and seems to have a very positive combination of key benefits – A1c reduction,
weight loss, possible cardioprotection (which can only be proven over time), and manageable side
effects, especially nausea. Compared to the call in 1Q09, there was little discussion about thyroid
cancer risk – management noted that additional studies were being undertaken in the area and
assured the issue is “not a worry.” Notably, Roche is recruiting 2,000 additional high
cardiovascular risk patients to strengthen its approval chances. In the release accompanying the
call, the protocols for the eight arms of Roche’s T-EMERGE phase 3 trial with taspoglutide were
outlined as well. This looks like one interesting trial, that is for sure!
Elsewhere in the pipeline, we discovered that aleglitazar, Roche’s PPAR alpha-gamma dual
agonist, is expected to start phase 3 trials in 1Q10, following the “go” decision in 1Q09. Positive
phase 2 results with aleglitazar from this year’s ADA were also highlighted, including encouraging
effects on cardiovascular risk factors – very intriguing for a PPAR-agonist. We look forward to
hearing more about aleglitazar – we feel there is a high demand for a PPAR-agonist with a better
side effect profile than existing TZDs.
In the slides accompanying the call, Roche revealed more about its early-stage diabetes
candidates – in our view, the company continues to have one of the most attractive and diverse
pipelines in the industry. Phase 1 drugs RG4929 and RG7234 were both identified as 11 HSD-1
inhibitors, a new class that received considerable focus at ADA. RG7089, also in phase 1, was
classified as a neuropeptide-2 receptor (Y2R) agonist peptide. RG7201, Roche’s SGLT-2 inhibitor,
is currently in phase 2 and the company plans a “go/no-go” decision to enter phase 3 by the first
half of 2010. Finally, BHT-3021, Bayhill Therapeutics’ proinsulin treatment for type 1 diabetes,
also made its first appearance on the pipeline, following the recent licensing agreement between
Bayhill and Genentech (as a reminder, Roche now owns 100% of Genentech).
•

Enteromedics– Awaiting unblinded EMPOWER data: Enteromedics reported 2Q09
results July 23rd, in what has become a customary press release. In the quarter, the company
reported net loss of $10.4 million, about a 9% narrowing from its loss in 2Q08. Sequentially, net
loss rose significantly compared to approximately $6.5 million in 1Q09. This loss includes noncash expense of $3.3 million in 2Q09 due to revaluation of warrant liability following recent share
price increase; the stock rose approximately 50% from $1.70 over the last three months. As a
reminder, Enteromedics was added to the Russell 3000 index in late June; this consists of the
largest 3,000 U.S. companies and represents approximately 98% of the investable U.S. equity
market. On the regulatory front, data from the EMPOWER pivotal trial of the company’s VBLOC
neuroblocking therapy for the treatment of obesity are expected in 4Q09. Given the various
pharmacotherapeutic, surgical, minimally invasive, and non-surgical approaches to obesity
treatment being pursued, it will certainly be interesting to see how healthcare providers and
professional organizations ladder the various options for obesity therapy in the next three to five
years. We believe gaining former Inamed CEO (and current Enteromedics BOD) Nick Teti makes
sense and we were glad to see this move. Enteromedics ended the second quarter with $34.8
million cash, cash equivalents and short-term investments. This is about flat with its cash position
in 1Q09 and 10% lower than same time last year.
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•

Bristol-Myers Squibb – Waits for FDA decision on DPP-4 inhibitor Onglyza: CEO
James Cornelius led the BMS 2Q09 earnings call July 23rd, expressing high hopes about the
company’s DPP-4 inhibitor, Onglyza (saxagliptin) – this was later approved shortly before AADE.
As a reminder, BMS and partner AstraZeneca were waiting for a final decision from regulatory
agencies in the US and Europe. Management noted that, pending approval and a successful
launch, Onglyza has great potential as a significant growth driver for BMS. There was no mention
of BMS/AZ’s SGLT-2 inhibitor candidate, dapagliflozin, which demonstrated improved glycemic
control in a 12-week phase 2b study presented at this year’s ADA Scientific Sessions.

•

Takeda – Alogliptin franchise slowed with yet another delay: On July 22, Takeda
announced that the FDA has extended the NDA review for the alogliptin/Actos combination
initially submitted in September 2008. The new PDUFA date is September 4 2009, delayed from
July 2009. We actually perceive this as a positive as we thought it might be delayed significantly
longer although we assume, given its late August announcement of a new large (n=5,400) five –
year trial for alogloptin, that the combination decision will be delayed until data from this study
emerges.
As a reminder, on June 4, Takeda announced its decision to delay the Marketing Authorization
Applications (MAAs) for alogliptin and alogliptin/Actos combination in Europe. The MAA filing
was initially scheduled for mid-2009 and is now expected to happen in 2012.
Recall that the alogliptin FDA monotherapy submission was in December 2007 and that Takeda
was asked to provide additional cardiovascular safety data on June 26, 2009. It is interesting that
the FDA justified approving one therapy (BMS/AZ’s saxagliptin) and delaying another (alogliptin)
in the same class that appear to be virtually the same compound. We do believe that the ability to
combine with different compounds could ultimately represent a major differentiator though
Takeda will have to wait years, presumably, before making that combination available.
Alogliptin was plagued with delays from the outset of the NDA final – in October 2008 the
company was first notified that the agency would take longer than anticipated to review the
alogliptin NDA due to resource constraints. We are certainly glad to see that these delays have not
deterred the company from continuing to invest further in the alogliptin development program.
While we believe most DPP-4 inhibitors are difficult to differentiate, we believe the combination
of alogliptin and Actos would be unique given the mechanisms.

•

Human Genome Sciences – Awaiting “single-digit” albiglutide royalties: On June 22,
Human Genome Sciences (HGS) announced 2Q09 financial results. There was no new diabetes
news to report. Due to the company’s recent call regarding phase 3 data for Benlysta, a drug for
lupus, the company put out its earnings results as a press release without an accompanying call.
As a reminder, this company licensed albiglutide (Syncria) to GlaxoSmithKline for development
in 2004. HGS forecasts fees and milestone payments of up to $183 million ($33 million of which
has already been received). The company also anticipates single-digit royalties assuming
albiglutide is approved and successfully commercialized.

•

Depomed – Licenses Patents Covering Metformin Extended Release Technology to
Merck: On July 22nd, Depomed announced that it licensed certain patents directed to
metformin extended release technology to Merck. These patents will be used for developing fixed
dose combinations of sitagliptin (Merck’s Januvia) and extended release metformin, potential
therapies for type 2 diabetes. Merck will receive a non-exclusive license as well as other rights to
certain Depomed patents directed to metformin extended release technology. Depomed will
receive $10 million up front, a potential milestone payment upon Merck filing an NDA, and
modest royalties. We note that Merck has already seen success with sitagliptin/metformin
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combined therapy in one of their strongest performing drugs, Janumet, which Merck announced
in the 2Q09 earnings call achieved $155 million in worldwide sales (this was part of $612 million
achieved in 2Q09 sales). Despite these developments, we believe an extended release version of
Janumet could give Merck an even further competitive advantage when other similar combined
therapies enter the market – we are surprised other big pharma companies didn’t lobby harder to
license what we expect to be a most valuable patent. This sounds like a steal for Merck.
•

OSI – Reports increased DPP-4 revenue from Januvia royalties and commitment to
developing diabetes and obesity therapies: OSI Pharmaceuticals reported 2Q09 earnings
in a July 22nd call led by CEO Colin Goddard. The company reported DPP-4 inhibitor (from
Merck’s Januvia franchise) royalties in 2Q09 of $13.3 million, a 75% increase over the $7.6
million reported in 2Q08. This represented an increase in year-over-year revenue from 2Q08, in
which revenue was $9 million, and up 50% from $6 million in 1Q09). Growth in royalties reflects
growth in Merck’s DPP-4 inhibitor franchise. As a reminder, Merck reported impressive 2Q09
revenue for the Januvia franchise, which reached $617 million, up 52% from $406 in 2Q08 and
up 16% sequentially from $539 in 1Q09. Januvia remains the market leader in DPP-4 inhibitors
in Europe and is the fastest growing oral anti-diabetic.
OSI also announced the finalization of an agreement with the Swiss venture capital group HBM
Partners to acquire early stage technologies in oncology, diabetes, and obesity. Under the
agreement, HBM will identify and assess early stage investment opportunities and OSI will have
control over all investments. Up to $25 million has been earmarked for this process, and OSI
believes that the current economic environment will provide a unique opportunity to access early
technologies that will provide a differentiated approach to novel drug discovery in diabetes and
obesity. No mention was made of their current diabetes (PSN-821 and PSN-010) and obesity
(PSN-602) therapies in development.

•

Eli Lilly – Humalog continues strong growth and Byetta prescription decline is
stabilized with international revenue up: On July 22nd, CEO John Lechleiter led the 2Q09
call for Eli Lilly, which experienced continuing growth of Humalog and an expected decline of
sales in Humulin. Humalog maintained strong global growth in 2Q09, achieving worldwide sales
of $477.5 million, up 9% from $437.9 million in 2Q08 and up 6% from $450.6 in 1Q09.
Worldwide Humulin sales for 2Q09 were $248.1 million, down 9% from $271.4 million in 2Q08
and up 3% from 240.6 million in 1Q09. Total revenue for Byetta was $114.6 million, up 13% from
$101.2 million in 2Q08 and 18% from $97.5 million in 1Q09. Eli Lilly provided graphs in the
slides that detailed total and new prescription volume of Byetta, which appear to be stabilizing the
decline in share price following FDA’s pancreatitis safety update in August 2008 – as we note in
our Amylin report below, Byetta had a particularly tough comparison for 2Q09 as 2Q08 sales had
risen 17% from a year earlier. During Q&A, management announced a PDUFA date of March 5,
2010 for Exenatide Once Weekly (EQW).

•

Merck – Reports revenue of $617 million for Januvia franchise in 2Q09, up over
50%, and announces plans to further bolster franchise: CEO Dick Clarke led the
earnings call on Merck’s 2Q09 performance on July 21st. During 2Q09, the Januvia franchise
showed continued powerful annual and sequential global growth; management cited Januvia and
Janumet as two of four products prompting strong double-digit growth at the start of the call.
Management noted that the Januvia franchise remains the market leader for DPP-4 inhibitors in
Europe, that it is the leader for branded diabetes drugs in Latin America, that it is growing rapidly
in emerging markets including India, and that the Januvia franchise represents the fastest
growing family of products in the oral anti-diabetic medication field. Overall, the revenue for the
Januvia franchise reached $617 million, up 52% from $406 million in 2Q08 and up a robust 16%
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from $539 million in 1Q09. Global sales for Januvia were $462 million, up 38% from $334
million in 2Q08 and up 12% from $411 million in 1Q09. US sales of Januvia were $348 million,
up 33% from $262 million in 2Q08 and up 11% from $313 million in 1Q09. Sales outside of the
US were $115 million, up 59% from $72 million in 2Q08 and up 17% from $98 million in 1Q09.
Janumet (sitagliptin/metformin) achieved $155 million in worldwide sales, up 113% from $72
million in 2Q08 and up 21% from $128 million in 1Q09. US sales of Janumet were $113 million,
up 68% from $67 million in 2Q08 and up 13% from $100 million in 1Q09. Sales outside of the US
for Janumet were $41 million, up 820% from $5 million in 2Q08 and up 46% from $28 million in
2Q08. The second quarter represents the third consecutive quarter that the Januvia franchise has
exceeded half a billion dollars in sales; the franchise is now annualizing at just under $2.5 billion,
in line with Merck’s Januvia/Janumet revenue guidance for 2009 of $2.4 - $2.7 billion. On a
strategic note, management announced several plans to bolster the franchise – smart in our view
in light of both major opportunity as well as the ongoing weak economic climate. New programs
include building awareness of new safety and efficacy data, leveraging Januvia’s already favorable
formulary position, and offering coupon programs to help address potential cost barriers. The last
is especially smart since economic constraints are the largest ones in our view with this franchise
– in a recent survey of patient opinions on all various new therapies and technologies, it was
striking to us the percentage of mentions “expensive” got when patients characterized drawbacks
– even higher than we expected. As such, in our view, creative programs to help minimize expense
could go a very long way.
•

Amylin – 2Q09 reports Byetta sales down slightly, Symlin sales up slightly,
DURATION 3 a hit, and race to market between EQW and Lira narrows: On July 21,
on the heels of strong DURATION-3 data announced a day earlier, Amylin announced 2Q09
results in a call led by CEO Daniel Bradbury. Net product sales were $198 million in 2Q09, down
1% from 2Q08. Byetta sales of $175 million fell 1.4% from 2Q08 while Symlin sales in 2Q09 of
$22.4 million, fell just under 2% from 2Q08. Notably, 2Q08 represented a very challenging
comparison as Byetta sales in 2Q08 had risen 17% while Symlin sales had doubled. Non-GAAP
operating loss was $22.4 million in 2Q09, a substantial (45%) improvement from a year ago.
Notably, guidance during the call forecasted non-GAAP operating loss would likely be at the lower
end of the previously estimated range of $75 to $100 million in 2009, with continued forecasts for
positive cash flow from operations by the end of 2010. At the end of 2Q09, Amylin had cash, cash
equivalents, and short-term investments of $644.4 million.
New SVP of Sales and Marketing Vincent Mihalik clearly seems to have had lots of positive impact
on the organization; in the call, he provided a detailed update on the status of Amylin’s products,
especially plans for exenatide once weekly (EQW). Notably, we learned on the call that Amylin
received its all-important “74-day letter” from the FDA, citing no preliminary substantive
deficiencies in its NDA filing. We realized in the call the extent to which the race to market versus
Novo Nordisk’s liraglutide is narrowing when we heard mention of a first-quarter 2010 PDUFA
date; indeed, Eli Lilly noted in its 2Q09 earnings call (held on July 22) that the EQW PDUFA date
is March 5th, 2010.

•

Amylin/Lilly/Alkermes – Announce extremely positive DURATION-3 superiority
data; potential for major paradigm shift lies ahead: On July 20, 2009, Amylin/Eli
Lilly/Alkermes announced very encouraging data from a 26-week open-label, head-to-head study
(n = 467) comparing exenatide once weekly (EQW) to Lantus (Sanofi’s insulin glargine) in
patients with type 2 diabetes. Patients randomized to EQW experienced an A1c reduction of -1.5%
compared to -1.3% observed in the Lantus arm, with a baseline A1c of 8.3% for both arms.
Patients in the EQW arm also experienced a statistically significant difference in weight change
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compared to Lantus (-5.8 lbs weight loss for EQW versus +3.1 lbs gain for Lantus respectively)
and significantly fewer episodes of confirmed hypoglycemia (4% in the EQW group versus 19% in
the Lantus group for patients on a metformin background and 20% versus 44% for patients on a
metformin + sulfonylurea background, respectively). The most frequently reported adverse events
were upper respiratory infections occurring in both treatment arms, and gastrointestinal events
occurring in the EQW arm. From our view, the most important data from this trial was the nausea
rate, which as we understand it was approximately 13%, significantly lower than nausea rates
associated with Byetta. Nausea data for Lantus were not reported but we assume were low. The
EQW nausea rate is comparable to the 14% nausea rate seen with liraglutide in LEAD-5. We are
very excited about these data, as this is the first study to use one of the most aggressive insulin
titrating regimens in comparing a GLP-1 to Lantus. We look forward to seeing the published data,
which will be presented at a major upcoming medical meeting – we assume the company would
submit this to ADA for 2010, which would be exciting to announce around the time of launch,
potentially with a publication. We had originally become most excited about EQW when we heard
the plans for the DURATION studies last year; we assumed that if the company was willing to go
head-to-head versus the most commercially and clinically successful therapies, especially Lantus,
they must have extreme confidence in the compound – having now seen multiple DURATION
studies, we understand why.
•

Orexigen – Contrave exceeds FDA’s categorical efficacy benchmark in three key
phase 3 trials: On July 20th, Orexigen CEO Mike Narachi, CMO Eduardo Dunayevich, and
Senior VP of R&D Dennis Kim announced the results from all three remaining phase 3 studies for
Contrave, its leading obesity candidate. All three trials, NB-301, NB-303, and NB-304, were 56week, double-blind, placebo-controlled studies. The company reported data on co-primary
endpoints put in place by the latest FDA guidance on developing products for weight
management. In NB-301 (n=1,742), a study measuring the safety and efficacy of Contrave16
(buproprion SR 360mg/naltrexone SR 16mg) and Contrave32 (buproprion SR 360mg/naltrexone
SR 32mg) in obese patients, over 50% of patients reported losing greater than 5% body weight, a
three-fold increase over placebo. While we believe 6.1% weight loss is a bit disappointing from a
commercial perspective (many believe as close to 10% as possible is far better), the comparison to
placebo is certainly impressive – and in Q&A, management said that approximately one third of
patients did reach weight loss of 10%. Clearly there are some who respond better; the
“completers” achieved 8.1% weight loss on average. Though a smaller group of just under 900,
this certainly bodes well for some obese groups, assuming this one wasn’t that small. NB-303
(n=1,496) was designed to assess the safety and efficacy profile of Contrave32 and Contrave48
(buproprion SR 360mg/naltrexone SR 32mg) in obese patients. Patients experienced a similar
efficacy profile to those in NB-301, meeting the FDA categorical efficacy benchmark. Lastly, NB304 (n=505), a study evaluating the safety and efficacy of Contrave32 in obese patients with type
2 diabetes, demonstrated an A1c reduction of 0.6% (from a ~8% baseline) with Contrave use in
addition to 45.7% of patients losing more than 5% of their body weight. The most frequent
adverse events were nausea, constipation, and headache; while management noted that the
nausea was mild to moderate, transient and manageable, we feel it is prudent to wait to get
patient and “real-world” provider impressions on this. Drop outs in the trial were high at 40-50%,
slightly higher for the Contrave group. NDA preparation for Contrave is underway and the
company plans to file the NDA with the FDA in the first half of 2010. Narachi said he expects to
accelerate the planning of a commercial launch for Contrave and to begin partnership discussions
in earnest, now that positive phase 3 data is available. A launch in specialty markets is planned,
for which the company will need to raise money. Whether or not a diabetes label could be gained
is an open question in our view. In this regulatory environment, we are not sure what to expect of
FDA, especially concerning side effects like seizures. Still, the data is positive from the perspective
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that Orexigen met the FDA’s criteria for efficacy. We also note that even in the “real world’ where
obesity drugs Xenical (Roche) and Meridia (Abbott) have quite challenging side effect profiles
(though historically not safety issues although recently FDA said it was looking into liver
problems in select patients taking Xenical), the combined global revenue of the two compounds is
still in the high hundreds of millions of dollars, potentially boding well from a commercial
perspective if the compound can get through FDA.
•

Sirona Biochem – Announces SGLT-2 Development Progress: On July 16, 2009 Sirona
Biochem Corp. announced that it will begin testing its library of potential sodium glucose
transporter (SGLT) inhibitors, which will be done under contract with SignalChem, a British
Columbia biotechnology company focusing on novel cell signaling products and their application
to drug discovery. Sirona Biochem is a promising Vancouver, B.C.-based biotechnology company
focusing on the discovery and development of novel drug compounds. It currently owns rights to
a library of potential SGLT inhibitors, and has a strategic partnership with TFChem through
which first- stage drug evaluations will be conducted. Management believes that SGLT inhibitors
have great promise in treating both diabetes and obesity, but are restricted by the instability of
these molecules. Through the use of the patented GlycoMim technology licensed from TFChem,
Sirona believes it can increase drug stability and improve overall clinical effectiveness of its SGLT
inhibitors. The next step for Sirona is to identify lead compounds, which it believes will be
achieved by the end of 2009, and to begin further preclinical screening. The ultimate goal of
Sirona is to partner with a major pharmaceutical company to support both compound
developments and look forward to following the progress of Sirona’s SGLT inhibitor development
pipeline.

•

FDA – NovoLog label change approved for pump users: On July 16, the FDA announced
approval for a label change for Novo Nordisk’s rapid-acting insulin analog NovoLog, which now
enables users to keep the insulin in their pump for up to six days. This change follows an FDA
review of data demonstrating that NovoLog is stable in pumps for up to six days. This makes
NovoLog the only rapid-acting insulin with an extended in-use time. The previous label enabled
NovoLog to be stored in a pump reservoir for only two days (even though we don’t think users
followed this, it’s a marketing advantage). The label change also states that NovoLog patients
should change their pump infusion sets a minimum of every three days, an increase from the
previous 48 hour suggestion (again, while we don’t think patients followed this, this could be an
advantage from a marketing perspective). We believe this change will provide Novo Nordisk
representatives with an advantage whereby they can discuss increased flexibility (even if only
theoretical increased flexibility) by increasing the time before replacing insulin and infusion sets
while ensuring that insulin retains its activity. As always, we are excited to hear of any
developments that make managing diabetes easier for patients; while we don’t foresee big
changes on the patient front as a result of this change, we do think perhaps the behavior of hyperconscious pumpers (or parents of pumpers) may relax a bit..

•

Novartis – Notable optimism about Galvus in addition to $39 million in 2Q09 sales
and forecasting $500 million by 2012: Novartis announced 2Q09 results in a call led by
COO Dr. Joerg Reinhardt on July 16. Galvus/Eucreas sales in 2Q09 were $39 million, up almost
four-fold from $8 million in 2Q08 and 50% from $26 million in 1Q09. Management attributed
this growth to success in certain markets that have had very fast uptake, such as Brazil and
Greece. Notably, management expressed the most optimism we have heard thus far about the
future prospects for Galvus, forecasting Galvus sales of over $500 million by 2012; growth will be
driven by planned launches in China, Japan, and Korea, as well as increased investment in
European markets – it sounds like European success has even surprised management. On the
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regulatory front, Novartis said again that it has no plans to re-file Galvus in the US at this time,
which we think is disappointing, since it may dissuade other companies with novel therapies from
pursuing drug development. It is understandable, however, in light of current FDA pre-approval
CVD requirements. Notably, Novartis also discussed the recent FDA approval of Ilaris
(canakinumab), its novel IL-1 inhibitor, for the treatment of cryopyrin-associated periodic
syndrome (CAP). While CAP affects only a known 300 patients in the US and up to 7,000
worldwide, management highlighted plans to reach a wider patient population. Ilaris is currently
recruiting for phase 2 trials for the treatment of type 2 diabetes, with a planned filing date of 2012
or later. LCQ908, Novartis’ DGAT1 inhibitor for the treatment of type 2 diabetes, was also listed
for a ≥ 2012 filing date. We are impressed with the growth of Galvus, and although Merck’s
Januvia is clearly the predominant compound, there is certainly room for expansion in the
market, particularly in the absence of other therapies that are easy to prescribe and easy to take.
Ultimately, we feel Galvus’ continued success hinges on its ability to expand sales in Europe and
emerging markets. The forecast of $500 million in sales by 2012 may well be attainable.
•

Abbott – Diabetes Care sales down 8%: Abbott reported 2Q09 results in a call led by CFO
Thomas Freyman on July 15. In Diabetes Care, global sales of $309 million fell 8% on a reported
basis versus 2Q08 though actually increased just under 3% on an operational basis. US sales of
$128 million fell just under 5% from 2Q08 while international sales of $181 million fell 10.5%
though increased 7.4% operationally, reflecting a major negative impact of foreign currency.
These results were weaker than the low-to-mid single digit decline forecast in the 1Q09 call
though we note that the company is one of few that gives guidance on a business-by-business
basis. For 3Q09, the company forecast a low double-digit decline. In some sense, we believe
Abbott is coping better with the current state of the economy, bolstering poor US sales with
decent operational growth overseas (although we aren’t sure how profits in this business overseas
compare to profits in the US – we would guess they are lower). Notably, Freyman alluded to the
Abbott poster at ADA 2009 that detailed the benefit of combination therapy with Abbott’s Trilipix
on dyslipidemia in diabetes patients. As expected, CGM revenues were not reported and the main
focus of the rest of the call was on HUMIRA (rheumatoid arthritis) and XIENCE (drug eluting
stent).

•

J&J – Diabetes Care down 9.5% worldwide, 3.7% operationally, with Animas
continuing to deliver 30% growth: J&J announced 2Q09 results in a call led by CFO
Dominic Caruso on July 14. LifeScan/Animas (Diabetes Franchise) sales were $610 million
worldwide, down 9.5% worldwide on a reported basis and down 3.7% operationally, compared to
2Q08. Sales in the US were $306 million, down 9.5%, while international sales were $304
million, down 9.5% though up 2.2% operationally year over year. J&J had a difficult comparison
with 2Q08 in international sales, which rose 17.5% in 2Q08 (US sales rose 9% a year ago).
Weakness in areas requiring out-of-pocket spending stemmed, Mr. Caruso said, from the tough
economic climate, tighter customer spending, and pricing pressure; we believe pricing pressure is
hitting the industry particularly hard and also think CGM and incretins are likely contributing to
lower blood glucose monitoring frequency. On a positive note, Animas continued on a roll,
growing 30% operationally, matching the growth seen in 2Q08 and indeed, over the last six
quarters, growth has been particularly strong, at 20% or higher. New product launches and
continued strong development of the international market were highlighted as keys to Animas’
continued success. Since the call, J&J announced it was disbanding the comprehensive care
division of J&J, of which LifeScan/Animas was a part. We find this dispiriting and hope very
much that head of the division Don Casey takes on some other major diabetes and metabolic
disease responsibility somewhere at J&J or in the industry. It is a major loss for patients, in our
view, if this does not happen. We wish J&J would not have made the abrupt decision to form this
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division if it could not follow through on the commitment to improve chronic care for people with
diabetes globally.
•

XOMA – Positive phase 1 results with XOMA 052, which is now poised to begin a
phase 2 program: In a call led by CEO Steven Engle on July 13th, XOMA announced positive
results from a phase 1 trial with XOMA 052, its novel IL-1b inhibitor for the treatment of type 2
diabetes. While the trial examined 98 patients (17 placebo), the company announced results from
26 patients receiving subcutaneous (SC) therapy. Patients either received a single SC dose of 0.03,
0.1, or 0.3 mg/kg or three doses of 0.03 or 0.3 mg/kg XOMA 052 every two weeks for an 84 day
period. Of the groups, the 0.03 mg/kg multiple-dose cohort showed the most improvement in
diabetic activity, exhibiting consistent median decline in baseline A1c (-0.6%) and fasting blood
glucose (FBG) (-27 mg/dl) at day 56. Baseline values were undisclosed, making assessment more
challenging. These changes were more favorable than those seen in the 0.1 mg/kg cohort,
suggesting XOMA 052 benefits from multiple dosings. XOMA 052 may also support monthly
dosing, with a SC half-life of 22.9 days. While Mr. Engle acknowledged the change in A1c was
moderate, he ensured that the sustained median change in FBG observed at day 84 (-29 mg/dl) in
the 0.03 mg/kg cohort would equate to an approximate 1% decline in A1c if studies were
continued – this was surprising to hear and we look forward to learning more. Notably, patients
on XOMA 052 showed additional improvements in Homeostasis Model Assessment Insulin
Resistance (HOMA IR), indicative of improved insulin sensitivity. Mr. Engle insisted these results
justified the beginning of a phase 2 program before the end of 3Q09 and would be beneficial to
XOMA as it continues to look for a development partner for XOMA 052. We’re very excited to
learn that XOMA 052 continues to show efficacy in SC administration, a patient-friendly
improvement from the IV data we saw at ADA. We look forward to hearing more about this class
– XOMA plans to release more data at the EASD and IDF meetings later this year, with Novartis’s
competing IL-1 inhibitor Ilaris set to complete phase 2 trials in type 2 patients in 2010.

•

Bayer – Acquires rights to generic insulin SciLin for distribution in China: On July
10th, Bayer announced its acquisition of the rights to distribute the recombinant human insulin
SciLin in China, for an up-front payment of €31 million ($43.3 million). SciLin, which comes in
both N (intermediate acting like NPH) and R (shorter acting like regular human insulin)
formulations, is produced by the Polish company Bioton and its subsidiary SciGen. It is currently
approved in several countries in East Asia. The Bayer contract guarantees exclusive distribution
rights and a guaranteed supply of the product for the next 15 years. Bayer’s move into the insulin
market marks a directional change in its device-focused diabetes strategy, and should surely
augment their existing sales of acarbose (Glucobay) in China. There is no clear indication that
Bayer intends to enter the manufacturing/R&D end of the insulin analog market at this time, but
it will certainly be something to watch out for.

•

DexCom – Appoints Eric Topol, MD to Board of Directors: On July 9th, DexCom
announced the appointment of world renowned cardiologist Eric Topol, MD to its Board of
Directors. Dr. Topol is a recognized leader in the medical field and currently holds positions as
Director of the Scripps Translational Science Institute, Professor of Translational Genomics at
The Scripps Research Institute, Chief Academic Officer of Scripps Health, and Senior Consultant
cardiologist practitioner at Scripps Clinic. He has chaired the Department of Cardiovascular
Medicine at Cleveland Clinic and founded the Cleveland Clinic Lerner College of Medicine. Dr.
Topol is also a medical innovator in wireless medicine, previous serving on the Scientific Advisory
Board of Cardionet, currently serving on the Board of Directors of Triage Wireless, and acting as
Chief Medical Officer and Founding Board Member of the Gary and Mary West Wireless Health
Institute. We are excited to see this notable addition to DexCom’s already impressive Board of
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Directors. Dr. Topol is pretty much one of the most famous cardiologists in the world and in
addition to viewing this as a positive for DexCom, this also strongly reflects the very positive
connections the company has, to pull in a heavyweight like Dr. Topol. We had an extended
interview with Dr. Topol in our newsletter Closer Look dated July 31, 2009; let us know if you
would like a copy if you did not receive it.
•

Amylin – Strong preliminary data from Pramlintide/Metreleptin phase 2 study
released: On July 9 Amylin announced results from the 28-week phase 2 dosing study of its
pramlintide/ metreleptin obesity treatment. The study was a double-blind, placebo-controlled,
multi-center study (n = 608) of obese or overweight patients with a BMI ranging from 27-45
kg/m2 with a one-week placebo lead-in period. The only data reported thus far is that after 28
weeks, patients with a baseline BMI < 35 kg/m2 (n = 149) treated with the highest
pramlintide/metreleptin doses (360 mcg pramlintide/5 mg metreleptin) experienced an average
weight loss of 11%, or 22 pounds (p < 0.01) compared to placebo (1.8%, or 4 pounds). While
disappointingly, specific data was not reported for the overall population, it was reported that all
pramlintide/metreleptin combination arms achieved more weight loss than placebo, and that the
magnitude of weight loss was dependent on dosage and baseline BMI. It will be important to
assess how close it can get to 10% for the entire population although we still see these results
important for the large subgroup BMI under 35 but still obese. Importantly, the study found no
cardiovascular or neuropsychiatric safety signals – safety will be seen as a major advantage. In
this study, nausea and injection site adverse events were most common adverse events. We are
eager to see full results from the study; the early data looks quite positive in terms of weight loss
and we look forward to understanding the side effect profile (nausea, injection site reaction)
better in order to assess likely patient and provider reaction. As a reminder, the Xenical (Roche)
and Meridia (Abbott) franchises together generated revenue of nearly a billion dollars annually,
largely outside the US, in recent years, even with very little marketing support and quite
challenging side effect profiles. Notably, Amylin hopes to finalize funding and development
strategy for its obesity program by the end of 2009. We imagine these results have piqued
significant additional interest from potential partners. We had an extended interview with Dr.
David Maggs of Amylin’s senior management team in our newsletter Closer Look dated August
12, 2009, in which Dr. Maggs discussed pram/leptin potential; let us know if you would like a
copy if you did not receive it.

•

Arena – Announces public offering of 12.5 million shares: On July 8th, Arena
Pharmaceutical, manufacturer of lorcaserin, in phase 3, as a weight loss drug, announced the
pricing of its public offering of 12.5 million shares of common stock at $4.17 per share. Arena
estimates the gross proceeds before expenses to be around $52.1 million. The offering was
expected to close on July 13th with Piper Jaffrey as the sole underwriter. This financing follows
upon the $100 million funding agreement with Deerfield Management in mid-June. As part of
the agreement with Deerfield, Arena issued Deerfield warrants for 28 million shares of common
stock with an exercise price of $5.42 per share. The agreement allows for the option of an
additional $20 million in financing; for each additional $1 million in funding, Arena will issue
Deerfield additional warrants for 280,000 shares of common at an exercise price of $5.42 per
share resulting in a total of 5.6 million warrants. While we view the recent financings as
alleviating capital concerns among investors, we believe there will be some concern about the
dilution from the stock offering and financing arrangement with Deerfield. Arena disclosed in its
prospectus that it had $39.6 million of cash as of June 30, 2009 down from $70.3 million at the
end of 1Q09.
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•

Living Cell Technologies – Announces Creation of Russian Subsidiary: On July 12th,
Living Cell Technologies (LCT) Limited announced the formation of LCT Biomedical Limited
(Russia), the company’s Russian subsidiary.. The division is being formed to facilitate the testing
and commercialization of DIABECELL, LCT’s encapsulated porcine islet(insulin-producing cells)
product. Natalia Dolgova has been appointed the director of LCT Biomedical Limited (Russia).
Her goals are to achieve approval of a DIABECELL clinical study to be conducted in two Russian
medical centers and to register the product in Russia as a standard treatment for people with type
1 diabetes. Living Cell Technologies states that the DIABECELL product can be introduced into
patients’ abdominal cavities under local anesthesia and that the product’s encapsulation bypasses
the need for immunosuppression, which is usually required in islet transplantation and
xenotransplantation.

•

DIABECELL has undergone preliminary clinical testing and according to LCT, preclinical tests
have proven the products’ safety. A Phase 1/2a trial enrolling ten patients is underway in Russia,
and the company is finalizing arrangements for a Phase 2 trial to be carried out in New Zealand.
The company also stated in May 2009 that the product’s efficacy has been proven in 2 patients
with long standing type 1 diabetes implanted with the encapsulated porcine islets in Russia, who
are currently insulin independent.

•

ConjuChem – Raises $5 million in financing and sells off company: On July 8th,
ConjuChem announced that it entered into an agreement with Colabor Income Fund to provide
$5 million in what it characterized (but which we don’t fully understand) as non-dilutive funding.
At the end of F2Q09, ConjuChem had $2.7 million of cash on hand. This agreement involves a
corporate reorganization in which ConjuChem will transfer its assets and liabilities to a newly
incorporated subsidiary company, “New ConjuChem OpCo.” ConjuChem shareholders will
exchange their ConjuChem shares on a one-for-one basis for shares of the new parent company.
The New ConjuChem will carry on all business operations as a public company including
retaining all rights to intellectual property. Colabor, on completion of the transaction, will own
100% of the shares of the original ConjuChem entity. The agreement is subject to court,
regulatory and shareholder approvals. Overall, the financing agreement results in ConjuChem
receiving $5 million in capital without technically diluting shareholders. As a reminder,
ConjuChem has two diabetes drugs in development, PC-DAC:Exendin-4 and PC-DAC:Insulin in
development. Results from two phase 2 trials for PC-DAC:Exendin-4 were reported earlier in
February 2009 and presented at the ADA. We do feel the field is highly competitive and we are
not optimistic about ConjuChem’s chances for success given lack of weight loss associated with
the drug and timing challenges , and the fact that the first long-acting GLP-1 compounds could be
approved by the FDA as early as 2010.

•

Insulet – Announces Eco-Friendly Recycling Program for Pods: On July 8, 2009
Insulet introduced a recycling program for pods used in its OmniPod systems, launching the
program at the Children with Diabetes meeting, where it met with enthusiastic support. The
program was initiated by requests from users and potential users desiring a recycling program for
used pods. The program is designed to minimize the environmental impact of used pods by
reducing the quantity of wasteful materials entering landfills and preventing hazardous waste
from leaching into ground water. Beginning August 1, used pods can now be shipped to a
recycling center where metal components and batteries will be removed and recycled while the
remaining plastic components are safely disposed (as we understand it, Insulet has made strides
to minimize pod volume in landfills as well). Customers looking to participate in the program
must pre-register on Insulet’s website, and pod disposal kits will be shipped to them with each
pod re-order at a cost of $8 per kit. Disposal kits are designed to ship 13 weeks of pods (~30), but
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can accommodate up to fifty. Each disposal kit includes a biohazard bag and all necessary
shipping materials. We are excited to hear the news of this initiative and will be interested to see
the popularity and costs of this program – there is an $8 shipping charge that customers will be
paying. We aren’t sure whether this makes the program cost-neutral or not but we think Insulet is
smart to respond to patient requests as quickly and resourcefully as this announcement shows.
•

Medtronic – Starts voluntary recall of major insulin pump infusion set lot; little
patient impact anticipated: Thanks to a report from a Medtronic employee that revealed a
problem with the tubing connector certain lots of the Quick-set infusion set in the US,
management began a large-scale voluntary recall of such infusion sets produced over the last 18
months on July 8th. Approximately 200,000 people use quick-set infusion sets with diabetes in
the US or about 80% of Medtronic pump users in the US. After testing a major lot, management
found that in about two percent of cases, the tubing connector could prevent the insulin pump
from properly venting and equalizing pressure in the device. At high altitudes (going up in a plane
or a mountain), this could cause the insulin pump to overdeliver insulin. Why did this happen?
This problem emerged because of a manufacturing change put in place about 18 months ago to
address a small patient concern - a minor squeaking noise when the set was connected to the
pump. All Quick-set infusion sets are manufactured by supplier Unomedical and we understand
they have simply reverted to former manufacturing to avoid the problem. Management has
initiated a robust direct notification program for patients and providers, with letters that went out
to thousands of doctors in July. As we understand it, Medtronic has undertaken the recall
voluntarily, which reinforces from our view the company’s breadth and depth of customer service
and logistical resources.

•

Lewin Group – Publishes new diabetes cost analysis data in Population Health
Management: The Lewin Group published four papers between the April and June issues of
Population Health Management detailing cost analyses of four different aspects of diabetes:
prediabetes, gestational diabetes, undiagnosed diabetes, and type 1 and type 2 diabetes. These
papers were a follow-up to the Lewin Group’s 2008 paper in Diabetes Care entitled “Economic
Costs of Diabetes in the US in 2007”. To review, the 2008 paper estimated that the total costs
associated with diabetes in 2007 were $174 billion, based on the costs of diagnosed type 1 and
type 2 diabetes. These four papers indicate that additional costs were incurred on top of the $174
billion: $25 billion ($443 per patient) was spent on prediabetes, $636 million was spent on
gestational diabetes, and $18 billion ($2,864 per patient) was spent on undiagnosed diabetes.
Including these figures, the estimate of the actual cost of diabetes in 2007 is ~$218 billion,
according to the Lewin Group.
Given the significant costs incurred in these areas, there is considerable potential for cost savings
through increased screening and early intervention. Although these papers focus on detailing
where the costs for each component are coming from, they also give insight into potential
strategies for prevention.

•

Novo Nordisk – Victoza is approved in the European Union: Novo Nordisk announced
on July 3 that Victoza (liraglutide), its once-daily GLP-1 analog, had gained approval in the
European Union’s 27 member states. Novo Nordisk launched sales of the drug in the UK,
Germany, and Denmark this summer and then will begin sales elsewhere in the EU later in 2009
and in early 2010. It estimated sales of DKK173M in 2009 (~$30 million) with growth to DKK1.9
billion (~$330 million) by 2012.
As a reminder, the GLP-1 class stimulates insulin release in response to glucose intake, has
beneficial weight loss side effects, and is not associated with hypoglycemia due to its glycemic-
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dependent nature). The drug should have a strong place in the European type 2 diabetes market
as it has garnered good results in head-to-head trials versus insulin treatment and the competing
GLP-1 analog Byetta (Eli Lilly & Company and Amylin Pharmaceuticals). Furthermore, its once
daily dosing has been deemed an important attribute by physicians and patients, and a market
strength by analysts. Additionally, we believe physician hesitancy over Lantus following the scare
linking Lantus to cancer, although generally we believe physicians have not found the data
conclusive to date, could make Victoza’s launch smoother. Novo Nordisk kept its 2009
projections constant while stating that a positive US decision would only be an upside to
forecasts. We feel this forecast is conservative as Novo Nordisk should be able to leverage “once
daily” as a strong advantage in marketing Victoza that will expand the market meaningfully.
There has been a great deal of positive Victoza data that has been published recently that we
believe will be very helpful from a marketing perspective (including a very positive editorial this
week in the Lancet, which is now publishing LEAD-6 in print following online publishing just
before ADA – see our ADA report published June 30 for the overview). We look forward to seeing
study results from a Victoza vs. Januvia year-long-plus trial that we assume will favor Victoza.
Additionally, as we understand it, there will be five orals at EASD on Victoza and multiple posters.
Indeed, the European approval is a major milestone as FDA approval hasn’t yet come following
the split April 3rd ruling of an FDA advisory panel that questioned the drug’s safety due to data
linking the liraglutide to thyroid cancers in rat and mice.
•

Takeda – Files Actos patent infringement suit against Torrent Pharmaceuticals: On
July 2, Takeda, manufacturer of Actos (pioglitazone), filed a patent infringement lawsuit against
Torrent Pharmaceuticals, an India-based company, which is seeking FDA approval for a generic
version of Actos. Takeda asserts that Torrent’s version of the drug would infringe on six Actos
patents. The intent of the suit is to prevent Torrent from selling its version of Actos in the US until
2016, when these Actos patents have expired. As a reminder, the first Actos patent expires in
2011, marking the earliest likely timeframe within which we could expect to see generic
pioglitazone. Takeda argues that the proposed label on Torrent’s version of Actos would not place
restrictions on the use of the drug (i.e., patients won’t be prevented from taking it), which could
potentially result in use tantamount to patent infringement. This suit sets out to put in place an
automatic 30-month injunction during which the FDA cannot approve Torrent’s drug unless
Takeda’s suit is judged in Torrent’s favor within that time. This is not the first time that Takeda
has taken such a case to court. In February 2006, Takeda successfully defended its intellectual
property rights to Actos against four generic manufacturers – Mylan Pharmaceuticals
(Canonsburg, PA), Ranbaxy Laboratories (India, majority control by Daiichi Sankyo), Watson
Pharmaceuticals (Corona, California), and Alphapharm (Australia, now owned by Mylan, USA).

•

FDA – Comments on Lantus cancer risk, and will continue to review safety data: In
response to the four papers published in Diabetologia in late June, the FDA issued a statement on
July 1st regarding the association of insulin glargine (Sanofi-aventis’ Lantus) and cancer. The
agency’s initial recommendations mirror those of the EMEA, ADA, IDF, and EASD, discouraging
patients from altering their insulin regimens without the consultation of their healthcare
providers. The FDA concluded that the four observational studies were inconsistent in their
findings, citing sub-duration of follow-up and differences in patient characteristics. The agency
ensured it was reviewing many additional sources of safety data for Lantus, including data from
all completed controlled clinical trials and information from ongoing controlled clinical trials.
Dialogue with Sanofi-aventis will continue as the agency determines if additional studies
confirming the safety of Lantus will be required.
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Given the FDA’s historical reactions to issues of this nature, we are encouraged by its apparent
methodical approach to these publications. In our opinion, its response may have been greatly
shaped by the medical community’s open criticism of the studies, with many researchers
(including the authors themselves) highlighting the weaknesses of the data.
•

Becton Dickinson – 3Q09 shows small improvement in Diabetes Care; diabetes
business to expand to new growth areas: In a July 30th call led by president Vince Forlenza,
Becton Dickinson’s Diabetes Care franchise reported a modestly positive 3Q09. Diabetes Care
sales totaled $185.8 million in 3Q09, up 2.3% year over year on a reported basis (up 8.5%
operationally). Sales in the US rose to $91.3 million, up 4.4%, and international sales remained
essentially flat at $94.5 million, up 0.3% on a reported basis (though up 12.3% operationally)
when compared to 3Q08. Sequentially, total Diabetes Care sales rose modestly at 1% on a
reported basis, reflecting a decline in US sales by 6% (reported) balanced by an increase in
international sales by 8.6% (reported). Management reported that the company’s recent
divestiture of its home healthcare product line, including the ACE bandage brand, (sold to 3M)
will allow the diabetes care business to focus on the business more and to expand into new growth
areas. No further comment was given on the plans for growth and expansion, but we are excited
to see Becton Dickinson devoting more attention to the Diabetes Care business. We believe given
growth in insulin (a $12 billion market in 2008 that grew at 12%), there must be fantastic
opportunities in insulin delivery. No doubt the company is probably looking at many of them.
Management revised overall FY09 guidance to 5% currency neutral growth, resting in part on the
expectation of continued solid performance by BD’s diabetes care business. We are anticipating
more data on BD’s stainless steel microneedle for insulin delivery at the 45th Annual EASD
meeting in Vienna, Austria and believe with continued positive results, this technology could
eventually yield strong growth potential for BD. We continue to believe this company is wellpositioned in the diabetes market, given recent trends including ADA/EASD guidelines pushing
for earlier insulin therapy. While serious competition could come in the form of more second-line
therapies (such as DPP-4 inhibitors and GLP-1s) coming to market that could materialize into
delayed initiation of insulin therapy, healthcare providers feel that insulin is still the best tool in
maintaining tight control and an invaluable tool in aggressive therapy. As well, for now, BD
absolutely benefits from GLP-1, as it manufactures the needles.

•

Glenmark Pharmaceutical – Melogliptin Poised to Enter Phase 3: In a press release on
June 24, India-based Glenmark Pharmaceuticals announced that melogliptin, its DPP-4 inhibitor
in development, will likely begin phase 3 trials by the end of 2009, with an estimated launch in
2013. The FDA recently granted the company Investigational New Drug (IND) approval, and the
phase 3 trials will examine the compound both as a monotherapy and in combination with other
type 2 diabetes therapies. Phase 2 trials with melogliptin have already demonstrated positive
effects, including significant 0.75% and 0.60% declines in A1c in patients receiving 50 mg twice
daily and 100 mg once daily, respectively, from a fairly high baseline A1c of 8.7%. Additionally, 50
mg melogliptin twice daily produced significant increases in HOMA-ß, a marker of beta cell
function. We note that the improvements in A1c with melogliptin are similar to those with other
DPP-4 inhibitors, and that sitagliptin (Merck’s Januvia) has demonstrated improvements in
markers of beta cell function as well. Melogliptin will likely compete with Januvia, vildagliptin
(Novartis’ Galvus), as well as numerous other DPP-4 inhibitors in development.
— by Kaku Armah, Eric Chang, Jen Lesser, Lisa Rotenstein, Tony Sheng, Mark Sorrentino,
Jessica Swienckowski, Sanjay Trehan, Nick Wilkie, and Kelly Close
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4. DCU Interview with Dr. Eric Topol: Diabetes and Genomics
We recently had a chance to sit down with Eric Topol, MD (The Scripps Research Institute and Scripps
Health, La Jolla, CA) and ask him some questions about genomics and the fascinating implications in
diabetes and the future of diabetes therapy. We also talked to Dr. Topol about his deep interest in
diabetes and his recent appointment to DexCom‘s Board of Directors.
A widely known and well-respected cardiologist, Dr. Topol has contributed enormously to our
understanding of how genetics can help predict and explain a person’s health risks. A prolific
researcher, Dr. Topol has been the principal investigator on more than 15 international, multi-center
research trials involving 40 countries and more than 190,000 patients. He has conducted pioneering
research in critical heart care therapies now used in daily practice such as clot busters, anti-platelet
agents, and angioplasty devices. One of his most notable research achievements was as the key
researcher in the discovery of dysfunctional gene variants “MEF2A” and “FLAP” that markedly increase
individuals’ risk of heart attacks. At the Cleveland Clinic, US News & World Report ranked his
cardiovascular program number one in the nation for 12 years.
In 2007, he founded the Scripps Genomic Medicine program and Scripps Translational Science Institute
as the Director and Scripps Health as Chief Academic Officer and is a Professor of Translational
Genomics at The Scripps Research Institute. He is still clinically active as Senior Consultant
Cardiologist at Scripps Clinic. The program is particularly focusing on transforming the future of
medicine via genomics.
In this interview, Dr. Topol explains his view that the current practice of categorizing diabetes into type
1 and type 2 is overly reductionist and misguided. He suggests that by taking genomics into account,
diabetes can actually be broken into several more subgroups and subcategories than currently used. He
also discusses how the use of genomics could help better predict conversion from impaired fasting
glucose to diabetes and prevent unnecessary and potentially harmful pharmacotherapy.
DIABETES AND GENOMICS
KELLY CLOSE: It is an honor to speak with you, Dr. Topol. We are very interested in your
work studying the genomic basis of diabetes. Please start by telling us a little about how
you came to be interested in diabetes and genomics – I am fascinated.
DR. TOPOL: My father had insulin-dependent diabetes and went blind at the age 49 from retinopathy. I,
at that time, was just starting my residency. I said, “Oh, I think I’ll be an endocrinologist—a diabetes
expert.” But somehow when I arrived at UCSF, I got excited about cardiology. It was a particularly
incredible time in the cardiology world and that lured me to this field that offered a sense of gratification
in helping patients immediately rather than over an extended period.
Switching to genomics, the story is actually quite interesting. There have been many different so-called
genome-wide association studies of both type 1 and type 2 diabetes. I think the bottom line is that now we
can dissect the disease into multiple components or subgroups and subtypes. We used to think type 2
diabetes was all the same—simply a result of insulin-resistance. That’s actually not true.
Type 2s are not a homogeneous group of patients. In some patients, the problem appears to be the
binding of zinc and insulin. In others, it’s transporting the insulin, or secreting insulin from beta cells, and
so on. It appears that several different molecular subtypes exist just in type 2 diabetes. Patients seemed to
be the same but at the genomic level, they couldn’t be more different. This is true in many different
diseases but it’s especially important in diabetes because it is so prevalent. For at least a few percent of
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people with type 2 diabetes, if we could fix the zinc binding to insulin, it could prove to be a root cause and
solution story with formidable impact.
Rare variants have recently been discovered for type 1 diabetes involving ability to handle virus (and the
interferon pathway). In these individuals--accounting for 3-4% of type 1 diabetes -- if we knew at birth
that these patients were genomically predisposed to the disease, we could potentially immunize babies in
the first couple of years. This is just the beginning of such an exciting era of prevention.
KELLY: Wow! That’s 45,000 – 60,000 people in the US alone who could not have diabetes!
DR. TOPOL: Exactly. The ultimate goal is real prevention. The simplistic notions that our immune
system is attacked in type 1 diabetes and that there’s plenty of insulin but it’s just that patients are
resistant in type 2 diabetes—that has to be completely revisited. That appears to be completely outdated.
The way we categorize diabetes today in practice is essentially a reductionist, over-simplified mistake.
Another important idea is to individualize medicine. The goal is for every single person to understand,
ideally, why he or she is predisposed so the disease can be prevented.

INDIVIDUALIZING THERAPY
KELLY: Could you talk a bit more about how and why we should individualize therapy and
the role of genomics in doing so?
DR. TOPOL: If we continue to approach diabetes as we do today, I don’t think we will make much
headway. There’s regrettable mismanagement of diabetes because genomics are not accounted for. For
example, there are at least 20% of European ancestry people who have type 2 diabetes who are prescribed
metformin but have no response to metformin because they have a variant of the organic cation
transporter 1 (OCT1). That’s the gene that basically is responsible for metformin’s action. Nonetheless,
metformin is, I think, the number one prescribed drug in type 2 diabetes. Can you imagine, at least a fifth
of these people are getting a drug with little or no effect?
Another good example of the use of genomics comes with diagnosing pre-diabetes or diabetes incidence
using the fasting blood glucose test. Everyone has thought intuitively that if you have a high fasting
glucose then you must be pre-diabetic or diabetic. Well, it turns out there's a significant minority of
people who have a high fasting glucose who actually are protected from ever getting diabetes. This gene
that is associated with high glucose but diminished risk is called G6PC2. This finding is striking and has a
genomic basis but we don’t know why they are protected. The genes that are associated with protection
have now been deciphered. The mechanism still needs to be understood but the fact is they have up to a
20% reduced lifetime risk of ever developing diabetes. We’re missing this completely because we’re
treating them as if they are all destined to have diabetes. We’re basically committing to a lifelong
treatment with drugs, which carry side effect potential and expense they don’t need.
And then, there are at least a few percent of patients with type 2 diabetes that become type 2 solely
because their insulin can’t bind to zinc. That gene is called SLC3OA8. This gene in particular is a very
important gene to unravel because if we could just fix that, then we would be able to prevent people from
getting diabetes. It’s not a common case but it’s certainly a somewhat important one to recognize.
KELLY: What percentage of type 2’s do you think have that gene?
DR. TOPOL: Probably three or four percent.
KELLY: That’s basically 700,000 people you could help.
DR. TOPOL: Exactly. Potentially ...
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KELLY: Given that we have already discovered a number of polymorphisms that mediate a
person's response to therapy in type 2 diabetes (for example, the OCT1 for metformin, or
the recently discovered TCF7L2 polymorphism that may impair the beta-cell’s response to
GLP-1 therapy), can you foresee a time when genetics guides therapy in type 2 diabetes?
How far off is this?
DR. TOPOL: Yes, absolutely. Matching up with the right medication at the right dose for the right
patient is going to eventually become routine...just a matter to time

GENOMIC SCANS AND THE FUTURE OF DIABETES THERAPY
KELLY: Is there a practical way that we can give genetic tests to a certain percentage of the
population who are at risk for diabetes?
DR. TOPOL: Well, I think that’s really where it’s headed. Eventually, we’re going to see people who are
screened to sort all these things out. Someday everyone will have the option of having a genomic scan.
With the information from the scan, when a patient goes to the doctor with a high fasting blood glucose,
the doctor can say, “Oh, well, you have a protective gene. We’re not going to treat you.” Or, “You have this
unresponsive gene, we’re certainly not going to treat you with metformin.” The doctor could basically go
down the list of various options. That’s where treatment is headed someday.
TONY SHENG: That’s incredibly exciting! How do you get your genome scanned? We know
about 23andMe.
DR. TOPOL: It is exciting, but we’re not there yet. 23andMe is one of the testing services. The other two
are Navigenics and deCODEme. By getting all your data and identifying all of your key single-nucleotide
polymorphisms (SNPs), you can look up anything you want. You just look up the SNP (using SNPedia
beyond the output provided by the companies) that you have and whether you have an A, C, T, or G at that
particular gene location. Then you can determine the known effects. Over time, so many of the things that
we don’t know today will gradually get filled in too.
KAKU ARMAH: On a practical note, how can patients get tested? Are the facilities in many
hospitals? Can it be done by mail order? How should results be interpreted if one’s primary
doctor isn’t familiar with the research?
DR. TOPOL: The specific diabetes related genotyping assays are not set up for routine use except for the
TCF7L2 which can be done via DeCode Genetics via a cheek swab. So we’re not ready yet, but hopefully
will be in the next couple of years.
KAKU: And, can you discuss the costs? Some would argue the costs of genome scans are
too prohibitive and unrealistic to be widely used.
DR. TOPOL: Well, the sum keeps coming down. It’s now down below $1,000. We’ve done a study here
in thousands of patients where we were able to get the cost down to just even a couple of hundred dollars.
It will keep getting less expensive over time because even though they’re measuring a million of these
SNPs, the chips that are being manufactured to do it are just getting cheaper all the time.
Genomic mapping will eventually get us to defining the root cause of the problem in the individual being
assessed. Over time, that ability has tremendous promise well beyond diabetes.
KELLY: This is fascinating. Is there anything that you can say to people who already have
diabetes to prevent complications or educate them a little bit more about their risk of
complications?
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DR. TOPOL: Well, that’s a great question. What I’d like to do is a genome-wide study to understand the
genes. Some people with diabetes never get complications and there have to be new genomic pathways
that would account for the differences. It’s not just about the dieting or glucose management. But that
particular study hasn’t yet been done and needs to be done.
It was interesting last week with the whole Sotomayor story. Would diabetes affect her ability over the
long term to execute her role in the Supreme Court? That was just the question of the week. But the
question comes up all the time: Who is relatively diabetes complication “immune” and who is predisposed
like I saw with my father who had every complication you can imagine?

DIABETES, COMPLICATIONS AND GENETICS – AND CLINICAL IMPLICATIONS
KELLY: Dr. Topol, what is the state of our understanding of the genes associated with
diabetes?
DR. TOPOL: Well, there are about 50 genes now for just type 2 diabetes and 20 for type 1. A lot of these
genes are redundant in the same pathway. You can partition people by their dysfunction to some extent insulin transport, zinc binding to insulin, insulin secretion, beta cell loss of function, etc and start to
determine at least the pathway via which the dysfunction comes about. There have been great advances
recently in the genomics of diabetes. We’re sequencing the whole genome of individuals now (all six
billion nucleotides rather than one million SNPs) so, over the next couple of years, a lot of the holes in
today’s understanding will be filled in with new information.
KAKU: Why do you think more emphasis isn’t being placed on and more attention isn’t
being paid to genomics and diabetes within the diabetes world?
DR. TOPOL: Our program is trying to change this and we need a lot more like-minded programs and
clinicians. Unfortunately, most of the work on diabetes in genomics has been published in Nature,
Science, and Nature Genetics. People involved with diabetes don’t really focus on these journals.
KELLY: As we understand it, you’ve identified 12 types of diabetes. Could you tell us more
about them? Are certain types more serious than others in terms of complications?
DR. TOPOL: Inevitably, there’ll be at least 12 types that can be easily defined but there’s more work to be
done. There’s much lacking to understand the link between the disease and the bins in the genome that
indicate relative susceptibility to, or protection from complications. That’s a big hole right now.
KELLY: Got it. And so, what would you say from a patient perspective and a provider
perspective, and maybe even from a payer perspective, what are the most important
implications for these groups?
DR. TOPOL: Well, I mean, it’s a little early to implicate it to changing management and prevention. But
I think we’re approaching a very exciting time. Over the next few years, we should see some radical
improvement. Not everyone will have a positive benefit, but for those people who we really understand
the root cause of their problem, we may see some big improvements in their therapy.

ON JOINING THE DEXCOM BOARD
KELLY: We were thrilled to see that you recently joined the DexCom board – excellent to
have you advocating for patients and for use of CGM. Is there anything that you can say
about continuous monitoring and why you accepted the appointment?
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DR. TOPOL: The DexCom appointment is exciting for me because I’ve met the people at DexCom and
I’ve been very impressed with them. I’ve also been working a lot on the wireless medical technology front
as well – I’m on the board of directors of Triage Wireless. What we really want to do someday, is to have a
smart band-aid (a simple disposable sensor attached to the skin) to monitor glucose continuously and
avoid any implant whatsoever. And so, that’s really the ultimate goal for me to see that through.
I think DexCom has a really great product that’s helped a lot of patients using it. I am a big advocate of
continuous glucose monitoring and I think, eventually, that’s going to be the future. I believe there will be
even better ways to do it someday that will not require subcutaneous entry. I’ve been very impressed with
the Dexcom group of remarkably forward thinking individuals. They seemed to really want to make a big
impact in this field, and they recognize the opportunities are almost limitless.
KELLY: We very much agree. Dr. Topol, thank you immensely for sharing your time and
insights with us.
-- by Kelly Close, Kaku Armah, and Tony Sheng
5. Wise Words from the AADE Diabetes Educator of the Year, Mary Sullivan
We were incredibly fortunate to sit down with this year’s AADE Diabetes Educator of the Year, Mary M.
Sullivan RN, MSN, C-ANP, CDE (University of San Francisco Medical Center, San Francisco, CA) for a
vivid discussion about the importance of diabetes educators and the state of diabetes therapy—past,
present, and future. After accepting this award at the AADE Conference last Friday, August 7 in Atlanta,
GA, Mary discussed with us how she became involved with diabetes; what an interesting path! Our
favorite parts of the conversation were those that covered nuances in inpatient glycemic control,
technology, education, and transitioning patients to more advanced care.
At UCSF Medical Center, Mary is responsible for diabetes patient care and education in the adult
population. She has extensive experience with blood glucose monitoring, insulin administration, insulin
pump therapy, and is a renowned expert in inpatient glycemic management, where she focuses most of
her time currently. She also consults with staff and conducts a variety of in-service programs for nurses,
physicians, and pharmacists. She plays a key role in developing a computer-based learning module to
update health care practitioners on the latest practices for glycemic control in acutely ill adults. In
addition to her clinical work, Mary is also an Associate Clinical Professor in the Department of Family
Health Care Nursing at UCSF School of Nursing.
BACKGROUND
Jeff Halpern: First of all, I just want to congratulate you again on being named Educator of
the Year. I think it's such a great honor and it's a big honor for us to speak with you. tell us,
first of all, how did you get into taking care of people with diabetes?
Mary Sullivan: I have been doing this for over 30 years. It actually started when I was doing my
community health experience as a student nurse. One of my first patients had diabetes. I had to teach her
how to use insulin at home using glass syringes.
Jeff: So you've seen a lot of changes in diabetes therapy over the years.
Mary: Yes, I've seen a lot of changes in my career—most notably in technology.
Jeff: I understand that you worked in pediatrics and then adults, and then you made the
transition into taking care of patients in the hospital. How did that transition occur?
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Mary: First of all, my educational background is as a diabetes clinical nurse specialist as well as a nurse
practitioner. I've done all aspects of diabetes care throughout my career. I’ve worked with adults and
children; the last frontier was to do inpatient diabetes management, which is what I do now.
NICE-SUGAR AND THE INPATIENT EXPERIENCE
Jeff: Right, and inpatient management is indeed a frontier. Please tell us more about
inpatients. To start, what do you love about inpatient experience?
Mary: The inpatient experience is when the person with diabetes is the most vulnerable, so I think that it
is important to have somebody with expertise in diabetes to help patients during their hospital stay.
Jeff: On this front, there's been a lot of controversy lately over how to correctly manage
blood glucose in hospitals, especially given the NICE-SUGAR trial.
Mary: For years, blood glucose levels were ignored and the glycemic goal was to get the patient home
without severe hypoglycemia during their hospital stay. With the publication of the Van den Berghe study
in 2001 (Leuven 1, published in the New England Journal of Medicine in 2001), hospitals began to focus
on inpatient glycemic control. The Van den Berghe study was done at one center in Belgium.
Results from the Van den Berghe study seemed to indicate that tight glycemic control, keeping the blood
glucose level between 80 to 110 mg/dL, in the ICU setting was beneficial. However, other randomized
controlled trials were not able to replicate Van den Berghe’s findings without causing significant
hypoglycemia. Now the results from the NICE-SUGAR study have been published; this study has the
advantage of being a randomized control trial done in multiple centers in multiple countries with a
computerized insulin infusion protocol.
Jeff: In your view, what are the implications of the NICE-SUGAR? Throughout the diabetes
community and beyond, there seems to be the implication that tight control really didn't
have that much of a difference in the patient outcome. Of course that view is also very
controversial in our circles.
Mary: The results from the NICE SUGAR study seem to indicate that keeping ICU patients’ blood
glucose ranges between 80-108 mg/dL is not beneficial because of the increased rates of hypoglycemia. I
think that it is important for hospitals to assess their hypoglycemia rates with their insulin infusion
protocols and to modify their insulin infusion protocols to reduce hypoglycemia.
Jeff: I think it's going to be interesting to see how glycemic control protocols develop over
time because I think it's a very, very important issue. What do you make of the controversy
overall?
Mary: I think that glycemic control is still very important for the hospitalized patient. I think more
randomized controlled studies are needed for determining where the target glycemic ranges should be for
the inpatient setting. We also lack good technology to support us with glycemic control in the inpatient
setting.
TECHNOLOGY IN THE HOSPITAL SETTING
Jeff: On this note, let’s talk more about technology. What kinds of technologies or
therapies should we be using in the hospital setting?
Mary: Currently in the hospital setting, we have hospital glucose meters, but we do not have continuous
glucose sensors. For a critically ill patient, if they don't have an arterial line, that potentially means 24
finger sticks in one day. A lot of times you can't even use their fingers for a fingerstick because of edema.
I would love to see the development of a continuous glucose sensor that's robust and is intravenous.
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Jeff: I see. As we understand it, current continuous glucose monitoring technology
wouldn’t be sufficient in the hospital setting.
Mary: Right. The current sensor technology is inserted into subcutaneous tissue. In-patients have
problems with fluid shifts and with edema so there maybe problems with accurate sensing by the glucose
sensor.
Jeff: Are there other kinds of either therapies or technologies you think we could bring into
the hospital setting that would be beneficial?
Mary: I would like to see the development of technology that could reduce the human factor in
medication errors. For example, insulin infusion pump rates can be set incorrectly. I would also like to see
the development of better safety insulin syringes and insulin pens needles in order to decrease nursing
needle-stick injuries. (Editor’s note – see our AADE notes on a talk on optimizing pump settings by Dr.
Alan King from August 9.)
Jeff: And are there technologies available that can take the human error factor out?
Mary: Not at this point. We do have smart infusion pumps that allows the hospital to set guard rails for
particular infusions, but nothing prevents the nurse from setting the wrong infusion rate.
We need better technology for the inpatient setting. We need a wireless glucose meter. That technology is
apparently coming down the pike but it's not available at this point.
Jeff: Tell us more about that.
Mary: Currently, when the nurse does a blood glucose test he or she has to dock the meter before the
glucose data is uploaded to the lab. I want the glucose results to be immediately transmitted to the lab.
Jeff: There's a recent article in the New York Times that the FDA might be looking at higher
accuracy requirements for glucose meters. What do you think about that?
Mary: I support it, absolutely.
Jeff: Do you find that the current range, plus/minus 20%, is sufficient in the hospital
setting?
Mary: No, it's not, and it causes a considerable amount of confusion when you're trying to educate a
patient to use a home meter and you see the variability between the hospital meter and the patient’s
meter.
Jeff: On a related note, what would you say are the biggest challenges and obstacles today
for patients in the hospital and their families and their healthcare providers?
Mary: I think the patient needs to be as informed as possible about their condition and how diabetes is
impacting their current hospital stay. I think the more informed they are, the better they will do.
Jeff: Do you support patients continuing with their self-care while they're in the hospital?
Mary: Well, in the inpatient setting, hospitals are controlled by regulatory bodies. While I do support
patients doing their own diabetes care as much as possible—they can keep their own glucose meter at
their bedside—unfortunately, we can't rely on that data for administering insulin. We need to know how
the strips were stored prior to hospitalization.
Just yesterday, I was working with a patient who had to go home on insulin. He told me that he had a
home glucose meter. I asked him to have his wife bring the meter in so that I could assess the meter’s
accuracy and thank God I did because his strips were expired by a year!
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Our glucose strips are stored at a regulated temperature and the meter is assessed for accuracy. The same
goes for insulin. We can only use our hospital insulin because we need to know how the insulin was stored
and when the vial was opened. Regarding insulin pumps, yes, I do support patients being on insulin
pumps, but hospitals should develop protocols to make it safe for patients to use pumps in the in-patient
setting.

EDUCATING PATIENTS AND THEIR FAMILIES
Jeff: You mentioned the importance of relaying to the patients and their families how
diabetes is impacting their hospital stay. Do you try to educate both the patient and the
family while they're in the hospital in order to, maybe be able to avoid future
hospitalizations?
Mary: Yes, I do, particularly if they are in the hospital for repeat DKA or hypoglycemia.
Jeff: Is it a good opportunity to give refreshers on diabetes education or is it do you really
have to judge based on each individual's situation?
Mary: It depends on the knowledge that patients have regarding their diabetes. If the hospital stay
modifies their diabetes regimen, then they will need more self-care education.
Jeff: Do you find that people are more open to education when they are in the hospital than
they are typically?
Mary: The length of stay is so short that patients can be overwhelmed. They get so much information
thrown at them that they can only remember about 15 minutes’ worth of data. Also, they may be receiving
pain medication or are sleep deprived and this will impact their retention of information.
Jeff: If you know they're only going to retain a little bit, do prioritize your communication?
Mary: Yes, you keep it simple. You give the basic survival skills and you hope that they meet the
homecare criteria so that they can receive follow-up education post hospitalization.
Jeff: What information would you give to patients who are going to be hospitalized?
Mary: Patients who are going to have surgery should have a recent A1c done within one month of their
surgery. They should bring to the hospital a current list of their medications and dosages, a glucose meter,
and if on an insulin pump extra reservoirs, infusion sets, and pump batteries. If a patient is on an insulin
pump, he/she will need to provide information regarding basal rates, high glucose correction, and
carbohydrate ratios. Also, pump patients will need to be able to demonstrate to hospital personnel that
they know how to navigate their various insulin pump screens because they may need to change their
pump basal rates while hospitalized. They should contact their diabetes care provider for assistance
regarding what they should do with their diabetes medications while NPO prior to surgery or an
outpatient procedure.
Jeff: This sounds complicated – but this is very good advice for patients. What's your most
successful technique to motivate a patient to improve their self-care?
Mary: Basically, what I do is I ask them how they feel and how they would like to feel. Focusing on how
they feel, in my experience, is a very effective strategy in transitioning them to insulin.
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TRANSITIONING PATIENTS
Jeff: That must be one of the more difficult transitions that a patient would make. How
does that conversation typically go?
Mary: Well, patients come into the inpatient setting and are not expecting to have to go home on insulin,
so the news of needing to go home on insulin comes as a shock to patients. I find that patients prefer to
use insulin pens over syringes. There is a negative connotation to having to use a syringe, plus patients
have difficulty seeing the numbers on the syringe. When I show patients the insulin pen their faces light
up. They also like to use the safety insulin pen needle because the needle is hidden. I think major reasons
why patients don't want to use insulin is 1) the social aspect; they think people are going to think they're
addicts, 2) they don't want to see the needle, and 3) they don’t have the confidence to know that they're
dosing correctly. I cringe when I have to teach patients how to use syringes because the accuracy and
precision of dosing is just not there.
Jeff: And you find with the pens that patients have more confidence in dialing the dose and
taking the right amount?
Mary: Yes, They have more confidence in their dose accuracy.
Jeff: Have you found with your patients that you get better compliance when you start
them immediately on the pen and they stay on the pen?
Mary: Absolutely. But the issue with that is transitioning into home care. Will their insurance cover that
insulin pen?
Jeff: Wow. Are you finding still that some insurance carriers don't cover it?
Mary: It's a huge barrier. I think if the various insulin pen companies could make the cost of the insulin
pen the same price as it is for a vial and syringe, or better yet, even less, then I think we would have more
pen usage here in the United States. In Europe, all patients are on pens. I think only about 15% of patients
use insulin pens in the US.
Jeff: And would you say for new patients, is it still only about 15% of them going on the
pen? How high would it be if insurance were not a problem?
Mary: I would like to be able to send all insulin requiring patients home on insulin pens and not have to
worry about lack of insurance coverage or high co-pays. (Editor’s note: manufacturers have noted in
recent quarters that as much as one-third or more of their analog insulins are distributed by pen in the
US.)

WORDS OF WISDOM
Jeff: What have been your biggest disappointments in the care of people with diabetes over
the years?
Mary: I think the fact that there's a shortage of diabetes educators and yet diabetes educators are being
laid off in the midst of a diabetes epidemic. When budgets are tight, educators are one of the first to go. I
think diabetes educators are the unsung heroes of diabetes management.
Jeff: What changes do you hope to see in the field of diabetes over the next few years?
Clearly, education must be a larger priority.
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Mary: Yes, I would like to see increased availability of diabetes education programs. I think diabetes
education needs to be provided in primary care. It would be fabulous if we had an accurate, closed-loop
insulin system for patients.
Jeff: What final words of advice do you have for the industry and for other educators?
Mary: I think diabetes educators are dedicated individuals who are striving to improve the lives of
patients with diabetes. I think anything we can do to change the hearts and minds of people about
diabetes, the better the care will be for patients with diabetes.
Jeff: Mary thanks so much for sharing your valuable time and insight with us.
-- by Jeff Halpern and Tony Sheng

6. Conference Pearls: The American Association of Diabetes Educators
August 5-8, 2009 • Atlanta, Georgia •
http://www.diabeteseducator.org/ProfessionalResources/AnnualMeeting/
The 36th Annual Meeting of the American Association of Diabetes Educators was held at the Georgia
World Congress Center in Atlanta this year. The four-day conference consisted of seven tracks of
breakout sessions, hundreds of exhibits, and several posters. It was impossible to overlook the palpable
sense of community at AADE—at every corner we turned we would find pairs or small groups of
educators sharing their stories, experiences, and advice with each other. While the conference certainly
offered its share of amazing talks (including keynote general sessions by Dr. David Kendall, Dr. Jay
Skyler, and Dr. Richard Nesto – lots of valuable nuance), it was truly inspiring to watch and listen in on
the sharing and learning taking place in the hallways and lounges between talks or over lunch. Below
you will find key highlights from the conference and our full exhibit report.
•

David Kendall, MD (International Diabetes Center, Minneapolis, MN and new Chief
Scientific and Medical Officer, ADA) began his talk by recalling the history of
peptide hormone therapy, reminding the audience that our first real tool in fighting
diabetes was actually a peptide hormone—animal insulin. It took over seventy years for
any progress to be made in the drug class and the first real progress was in the form of insulin
analogs. Only more recently, (Amylin/Lilly’s Byetta was approved in 2005), have drug developers
really begun to recognize the enormous power that can be harnessed by leveraging known effects
of established physiologic systems through peptide hormone therapy. According to Dr. Kendall,
what makes peptide hormones so attractive as a therapeutic target is that they play a role in the
pathogenesis of metabolic disease; in fact, incretin based therapy promises the possibility of
modifying disease progression with minimal treatment limiting side effects. Dr. Kendall went on
to discuss the efficacy of GLP-1 analogs in lowering A1c while encouraging weight loss as shown
by numerous clinical studies in recent years. He touched upon the results from studies exploring
the efficacy of exenatide QW (Lilly/Amylin/Alkermes), taspoglutide (Roche), albiglutide (GSK),
and liraglutide (Novo Nordisk). He nuanced his discussion further by exploring complimentary
peptides, including DPP-4 inhibitors and amylin, emphasizing DPP-4 inhibitor’s efficacy in
controlling glycemia, especially when used in combination with other therapeutic agents. Dr.
Kendall also reviewed other peptide compound therapies under investigation or in development
for therapeutic use including GIP, PYY, ghrelin, glicentin and oxyntomodulin (OXM). To conclude
his valuable, don’t-skip-a-beat talk, Dr. Kendall reviewed each of the compounds discussed,
developing a personal rating system (the “K score”, really excellent) to evaluate each compound.
According to Dr. Kendall, the drugs with the most potential are amylin combination drugs, DPP-4
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inhibitors, and GLP-1 analogs. He is reserving judgment on GIP, amylin, and PYY compounds
until more data is available due to concerns over their side effect profiles and dosing issues. He is
least enthusiastic about the glicentin/OXM and ghrelin compounds in terms of therapeutic
potential. This talk focusing on the cutting edge of metabolic disease drug therapy was quite
illuminating—helping us to begin to develop heuristics upon which to more critically evaluate and
understand this quickly expanding class (incretins).
•

Following the presentation of the AADE Educator of the Year award to Mary
Sullivan, Jay S. Skyler, MD, MACP (Diabetes Research Institute, Miami, FL) took
the stage to describe the litany of ways researchers are pursuing new therapies
towards a cure for type 1 diabetes. He opened by noting his three ideal therapeutic goals for
the future: increasing (or inducing) immune tolerance, protecting beta cell mass, and encouraging
beta cell regeneration. He then discussed encouraging results from pancreatic transplant and islet
cell transplant studies, which suggested that even though insulin independence is not maintained
overtime, the persistence of C-peptide production greatly reduces hypoglycemia unawareness and
glycemic variability. Following a spontaneous spurt of applause for a flat CGM readout from a
patient six months post-transplant, he noted we should likely focus more on the persistence of
graft function and less on insulin independence as our measure of success. This was a very
interesting take for us to hear – we have been used to insulin independence as the key measure
for many years. He went on to describe the various methods being pursued to reduce both
allorejection and recurrent autoimmunity, including improved immunosuppressive drugs
(Alemtuzumab was an example of a candidate, manufactured by Genzyme/Bayer Healthcare),
chimeric transplants of islet and bone marrow cells, T-regulatory cell therapy, nanoencapsulation,
biohybrid devices, localized drug delivery, and biomaterial scaffoldings – wow! However, despite
all of these great innovations coming out of the lab, he noted that tissue availability would still be
the greatest barrier to transplantation on a wider scale – there were 2,235 people on the waitlist
for a simultaneous pancreas and kidney transplant as of July 2009, only 837 such procedures
were performed in 2008, with only an additional 436 isolated pancreas transplants, and 66 islet
cell transplants procedures (in 32 people) in 2008. Beyond changes in donor legislation, Dr.
Skyler was positive about the potential of xenotransplantation, stem cell therapy, and
transdifferentiation of cultured liver cells as alternative tissue sources, though he noted much
progress still needed to be made to improve safety and efficacy. Overall, we really appreciated Dr.
Skyler’s presentation because it truly reinforced the innovation of researchers – considering the
wide array of methods in development, it is impossible to not be hopeful about the future of type 1
therapies.

•

Richard W. Nesto, MD, FACC, FAHA, FRCP (Lahey Clinic, Burlington, MA) provided
valuable insight about pertinent studies assessing the nature of cardiovascular risk
in people suffering from prediabetes and diabetes. Since 70% of patients with diabetes
currently die from cardiovascular complications, he stressed the importance of cardiovascular
health in diabetes patients and pointed to several studies that analyze the effects of various
treatment algorithms on cardiovascular risk in patients with metabolic syndrome, prediabetes,
and diabetes. He focused on the ACCORD study, asserting (we’ve so been waiting forever for
someone of Dr. Nesto’s stature to come out and say this) that the ACCORD study was stopped
prematurely, specifically citing 15 suspicious deaths in the intensive group that could not be
linked to the intensive therapy received or any diabetes-related condition. He also noted that
although cardiovascular benefit from intensive therapy was small, a greater risk reduction for
cardiovascular events would have been observed if the study had continued slightly longer;
instead, the truncated results and incomplete data set have created confusion among healthcare
providers and patients. Yeah, no kidding. Various KOLs (key opinion leaders) have been asked the
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question about whether ACCORD was stopped early and this has been a touchy one – in
hindsight, the study probably didn’t have optimal design and it is years, of course, if ever, before
similar studies can be carried out. In the meantime, research time is lost.
•

Jen M. Block, BSRN, CDE (Stanford University Medical Center, Palo Alto, CA) gave a
very well received talk on all aspects of continuous glucose monitoring (CGM).
Following a description of the different available CGM systems, she highlighted the patients she
felt could benefit from the device – beyond the usual type 1s and type 2s on insulin, she also
suggested CGM could inspire lifestyle changes in type 2s on oral therapy, aid patients starting
new medications such as pramlintide and exenatide, and assist pregnant individuals. She then
discussed a number of teaching points to help CDEs initiate their patients on the device; in
particular, she endorsed the IDC’s new Ambulatory Glucose Profiles (AGP) software, which can
download data from all available CGM systems, such that providers need not become familiar
with the intricacies of each brand’s program. She also described the costs of CGM – notably, when
polled, the majority of the audience indicated their patients were using their sensors much longer
than the labeled recommendation, presumably reflecting tight economic conditions although
possibly just a matter of convenience. She concluded with several case studies to guide the
audience through the downloading process. Noting the variable glucose levels of a patient on
NPH, she remarked that many of her patients characterize the insulin: “Not Particularly Helpful.”

•

Allen King, MD, CDE (Diabetes Care Center, Salinas, CA) gave a fascinating talk
discussing better ways to dose insulin with pumps. For a long time, there have been
clinical ‘rule of thumb’ formulas that help in setting up insulin dosing for pump patients – these
are for TTD (total daily dose), TBD (total basal dose), ICR (insulin to carb ratio), and CF
(correction factor). Dr. King has published four studies in which he’s taken care to set patients up
perfectly on the pump and then derive updated formulas from his participants. The commonly
used formulas for initiating pump therapy have historically been: 1) TTD (total daily dose) to
weight = 0.27; 2) TBD (total basal dose) = 0.5 * TDD; 3) ICR (insulin to carb ratio) = 450/TDD;
and 4) CF (correction factor) = 1700/TDD. These coefficients (0.27, 0.5, 450 and 1,700) were
studied by Dr. King using CGM. The revised ratios he recommends, following the studies, are TTD
to weight = 0.2, TBD = 0.4*TDD, ICR = 300/TDD, and CF = 1500/TDD. The new coefficients are
certainly different than traditional formulas, leading to more bolus and less basal and different
ratios for the different factors. Typically, Dr. King said, patients have too little bolus because of
safety, and too much basal because bolus is easier to adjust and there is increasing insulin
resistance with excess basal. Excess insulin creates insulin resistance. At the end of the day, of
course, patients still need to be vigilant – specifically, he recommended actually blousing 30
minutes before eating, testing basal doses by skipping meals, and being getting education on
counting carbs – but it seems the new formulas can help greatly in developing better control. As
always, of course, every patient is different and these are meant as helpful starting points.

•

Amanda Kirpitch, MA, RD, LDN, CDE (Joslin Clinic, Boston, MA) described Why
WAIT, a 12-week comprehensive weight intervention program for obese patients
with diabetes. Why WAIT includes interactive diabetes treatment (weekly meetings with a
nurse/increased self-monitoring of blood glucose to four to six times a day), a modified diet plan,
a structured exercise intervention, and a cognitive behavioral support from psychologists.
Treatments were adjusted to analogous weight favorable therapies as well (e.g., Levemir instead
of Lantus; increased prescriptions of Byetta and Symlin). In 85 monitored participants, Why
WAIT produced consistent, smooth weight loss over the 12-week period (-10.3% weight loss on
average), with significant declines in A1c as well (mean A1c drop from 7.5% to 6.6%). Wow! In
addition to these benefits, the reduction is dosages produced by increased weight loss resulted in
a cost savings of $560 per patient per year. We were very encouraged by these results – we
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certainly believe in the mantra of “invest now, save later”. Further data suggested about half of
participants maintained the weight loss through a year after the intervention; clearly, patients
could benefit from better tactics to maintain weight loss as well as to prompt weight loss.
•

Gayle M. Lorenzi, BSN, RN, CDE (University of California San Diego, La Jolla, CA;
Amylin Pharmaceuticals) discussed the problems of adherence to a packed
audience. Long-term adherence for most diseases is only 50%, but it represents an opportunity
to improve outcomes and reduce cost. The cost of non-adherence in the USA is estimated at $177
billion! In a study in the USA, 74% admitted to some form of non-adherent behavior. 49% had
forgotten at least one dose, 31% had not filled a prescription, 29% had stopped before a
prescription ran out, 24% had taken less than the recommended dose, and 11% had chosen an
OTC alternative. Adherence impacts the patient experience and treatment effectiveness and is
influenced by many individual and external factors. There are a number of factors that influence
non-adherent behavior. Patient factors include lifestyle, comfort, commitment, psychological
problems, cognition, acceptance, belief, understanding, physical limitations, and competing
priorities. Adherence is also affected by the disease state (complexity..), the treatment (frequency,
complexity, side effects..), the healthcare provider (clinical expertise, communication skills,
time..), and socio-economic factors (family support, job, cost of treatment..). Lorenzi stressed that
HCPs must identify and solve the obstacles. The first few weeks are a critical time for
discontinuing therapy, so patient support programs must focus in this timeframe. A thorough
patient support program for an injectable weight loss therapy (we believe it was Symlin) showed a
reduction in non-compliance of 59% and a reduction of attrition of 19%.

•

In a packed session, Elaine Cochran, MSN, RN, CPNP, BC-ADM (NIH/NIDDK/CEB,
Bethesda, MD) discussed different aspects of U-500 and offered advice on how,
when, and why patients should switch to U-500 insulin. She reviewed the specific
features of U-500 (onset, peak, duration of action) and showed it is the cheapest form of insulin
on the market, as measured by dollars per unit of insulin. Before changing a patient’s therapy to
U-500, Cochran suggested the healthcare provider should first verify the patient is currently on a
U-100 regimen. She then provided previously published guidelines on algorithms for changing
from a U-100 to U-500 regimen. Lastly, she pointed out the unfortunate lack of an enforceable
policy for hospitals to stock, prescribe, and administer U-500.

•

John B. Buse, MD, PhD (University of North Carolina, Chapel Hill, NC) and former
President of the ADA reviewed the design and results of the pre-specified subgroup
analyses of the glycemic arm from the ACCORD study. He then turned to the recent
analysis on hypoglycemia (requiring medical assistance) and mortality originally presented at the
American Diabetes Association meeting in June 2009. Discussing implications of these analyses,
Dr. Buse noted that an intensive glucose management strategy may be adequate for some type 2s;
but for those who don’t readily reach these targets, persisting with the same intensity might
actually be deleterious. Dr. Buse also juxtaposed the findings from ACCORD and prior studies
and concluded 1) A1c target of 7% is good; how you get there is not important; 2) blood pressure
and lipid management are incredibly important and under-valued by patients; 3) and healthcare
providers need to spend at least as much time on these risk factors as they do on glucose control.

•

In a corporate symposia sponsored by Medtronic and LifeScan, Irl B. Hirsch, MD
(University of Washington, Seattle, WA), Bruce W. Bode, MD, FACE (Atlanta
Diabetes Associates, Atlanta, GA) and Elizabeth A. Nardacci FNP-C, BC-ADM, CDE
(Albany Medical College, Albany, NY) discussed the expanding role of professional
CGM devices in diabetes management. Dr. Hirsh set the stage by differentiating
professional CGM from other monitoring devices and discussing its benefits. Dr. Bode and
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Elizabeth Nardacci followed up by discussing the practical aspects of leveraging CGM data and
the role educators and providers play in implementing CGM use.

•

o

According to Dr. Hirsh, the confusion about professional CGM is directly tied
to the different names by which it has been known (CGMS, 72-hour CGM
etc). The nomenclature is similarly diffuse with personal CGM sometimes known as realtime CGM and home use CGM. That said, professional CGM has a number of important
benefits including enabling physicians to reduce hypoglycemia exposure, and helping
patients/providers to understand unexplained glucose fluctuations.

o

Dr. Bode’s objective was to teach a methodology for interpreting CGM
tracings – he called it the 1-2-3 methodology. Step one is to look at the overnight
period, and steps two and three look at the pre and post meal periods respectively.
Discussing the benefit of CGM as per the JDRF CGM study, Dr. Bode highlighted the fact
that proper and consistent use of CGM has been shown to reduce hypoglycemia levels to
almost nil in adults and children. Notably, he mentioned that long-term data from the
JDRF study have been accepted for publication in Diabetes Care – this is a follow up to
original data from the JDRF study, which was published last fall in the New England
Journal of Medicine. Dr. Bode made a special call for CGM companies to create handheld
electronic meter logs e.g., iPhone apps. He remarked that having patients use meal
markers and keep logs for food/activity/medication during the professional CGM study
provides incredibly valuable additional information to help pinpoint and improve
patterns of hypoglycemia and hyperglycemia. As patients, we need to remember to keep
the logs; as this becomes easier and second nature on all devices, this will continue to
improve.

o

Elizabeth Nardacci discussed the successful implementation of professional
continuous glucose monitoring and reimbursement for the services
associated with the device. The first step in setting up professional CGM is to assess
the needs of the practice and also see what resources are required/available. Selecting
appropriate patients for professional CGM is the next step. Training patients to provide
the appropriate companion data to best leverage professional CGM is critical. Following
this, Nardacci gave an overview of CPT codes for professional CGM. She also explained
which healthcare providers can bill for services and outlined the role of educators in the
entire process.

In an Animas/DexCom-sponsored symposium, Irl B. Hirsch, MD (University of
Washington, Seattle, WA) and Davida F. Kruger, MSN, APRN-BC, BC-ADM, CDE
(Henry Ford Medical Center, Detroit, MI) discussed the integration of insulin
delivery and glucose monitoring to provide safer, better insulin delivery in the
progression of treatment to an eventual closed-loop/artificial pancreas. Kruger began
the symposium by providing an overview of insulin delivery and continuous glucose monitoring
(CGM), highlighting recent advancements in both technologies. She also discussed the process of
initiating insulin pump therapy, listing patient characteristics that are associated with successful
pump usage. She stressed the highly individualized nature of using an insulin pump, noting that
patients often start the conversation of beginning pump therapy. Kruger also gave a short
overview of the technology behind “smart” pumps and CGM. She concluded by illustrating how
the combined use of a CGM and insulin pump can be used to reduce A1c levels in a variety of
patients.
In the second half of the symposia, Dr. Hirsch described how continuous glucose monitoring can
be an effective tool in measuring and preventing glycemic variability. He emphasized the
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importance of reviewing blood glucose downloads and discussed how glycemic variability can be
monitored through downloaded CGM data—surprisingly, only about a quarter of educators
attending the symposium raised their hands when Hirsch asked whether they receive and review
glucose downloads. Hirsch described the shortcomings of measuring glycemic variability using a
standard deviation from the average, yet affirmed that this measure is still very useful. Case
studies of downloaded continuous glucose monitoring data demonstrated the variety of patient
issues that can be identified through the use of this technology. Autologous stem cell transplants
were also mentioned – i.e., transplanting one’s own cells to differentiate into a pancreatic beta
cell–while not as “close” as a hybrid artificial pancreas, this is clearly another area the speakers
are watching.
•

In a BMS/AZ-sponsored symposium, John B. Buse, MD, PhD (University of North
Carolina, Chapel Hill, NC), Julie Clyatt, MSN, ARNP, CDE, CCRC (Florida Hospital
Diabetes Institute, Orlando, FL), and R. Keith Campbell, RPh, FASHP, CDE
(Washington State University College of Pharmacy, Pullman, WA) discussed the
role of both current and emerging therapies in diabetes care. This was a quite
incredible faculty! Dr. Buse opened the session by reviewing the current consensus treatment
guidelines, and Clyatt followed by describing the nuances of their implementation in the clinical
setting. Campbell concluded the session with a colorful review of drugs both available and in the
pipeline. He is a well-known educator and it was fantastic to see the entire faculty here in action.
o

Dr. Buse briefly reviewed key takeaway messages from the ACCORD,
ADVANCE, and VADT trials, after which he analyzed various treatment
algorithms for diabetes management and the treatment of cholesterol and
lipid levels. He also reviewed recently revised recommendations from the ADA,
American Heart Association (AHA), and the American College of Cardiology (ACC).
Although the A1c is not an accepted diagnostic test for diabetes due to a lack of
standardization and sensitivity, Dr. Buse argued that A1c is considerably more
standardized and thinks it will be a major advance for the field once it is accepted as a
diagnostic. We certainly see momentum behind this and look for this to happen in the
near term.

o

Julie Clyatt used a detailed case-based scenario to delineate the nuances of
the prescription process. In the preliminary survey, about 67% of the audience
indicated they often followed consensus treatment guidelines, with about 24% sometimes
following the guidelines – while Clyatt applauded the respondents’ adherence, she
reinforced that the guidelines should not be followed blindly, but rather the provider
should involve the patient in the prescription process. Other takeaways included the
importance of complication screenings (even above and beyond the recommendations in
the guidelines) and the consideration of cost, convenience, and side effects in prescription
decisions. We applaud Clyatt’s willingness to deviate from guidelines in favor of
treatment personalization – and worry that many providers may adhere too tightly to
guidelines, especially primary care physicians who may have limited time to specifically
tailor treatments. We continue to believe the basics of reimbursement need to be changed
so that doctors want to spend time with patients and formulating plans; otherwise,
everyone will be like the PCPs who said to us recently “I can see six colds in an hour … or
one patient with diabetes. It’s a no-brainer.”

o

R. Keith Campbell summarized the characteristics of therapies both
available and in development, describing each drug class in detail. He was
positive about the TZDs for their ability to reduce insulin resistance and the GLP-1

Diabetes Close Up #93 ~ August 2009 ~ AADE Download www.closeconcerns.com

53

analogs for their ability to promote glucose-dependent insulin release and induce weight
loss. On liraglutide (Novo Nordisk) versus exenatide once weekly (Amylin/Lilly/
Alkermes’ EQW), he praised EQW’s once-weekly administration but noted the need for
mixing and the use of a 22-gauge needle (we had thought it was 23-gauge) – which he
suggested was tolerable but drew considerable gasps from the audience. From our view,
this is not so surprising since it is a first-generation product (long acting GLP-1) but we
will be eager to see reactions and hear more responses. On DPP-4 inhibitors, he
suggested up to six or seven options could be available in the future with little
differentiation in efficacy or side effect profile. He did observe, however, that saxagliptin
(BMS/AZ’s Onglyza) is about 20 times more potent than sitagliptin (Merck’s Januvia),
requiring reducing dosing; and he noted that administration of Onglyza was not
constrained to mealtime as with Januvia (Editor’s note – this is incorrect as Januvia and
Janumet can be taken at any time). Though in passing, he seemed particularly excited
about MannKind’s Afresa, noting the pulmonary insulin “might have quite an impact” if
people could overcome their fears of Exubera (Pfizer). Finally, he was cautious about
Cycloset, noting that any drug “that takes more than a minute to explain to a patient
won’t be a leading candidate” and that there is insufficient evidence in support of the
drug’s side effect profile in the long term. We thought his assessment of Cycloset was
early; we believe while its tolerability profile doesn’t look like, say, a DPP-4 inhibitor,
there may be other advantages, potentially including cardioprotection, although this
would need to be proven in long-term clinical trials. Although we agree that simplest
drugs seem to do the best commercially, we would advocate for changing the diabetes
infrastructure so that doctors could spend more time with patients and so that many
more patients could see educators than currently do. Still, broadly speaking, we enjoyed
the color Campbell offered on each drug, in particular his focus on the patient’s
perspective, since the patient’s voice is becoming increasingly important in the success of
new drug candidates and since we know very well patient opinion certainly drives
adherence.
•

In the Novo Nordisk-sponsored symposium, AADE 2009 Living Legend award
winner (the renowned) James R. Gavin III, MD, PhD (Emory University School of
Medicine, Atlanta, GA), Philip T. Rodgers, PharmD, BCPS, CDE, CPP, FCCP
(University of North Carolina School of Pharmacy, Chapel Hill, NC), and Virginia
Peragallo-Dittko, RN, BC-ADM, MA, CDE (Winthrop-University Hospital, Mineola,
NY) examined the trials and tribulations of insulin initiation and intensification. Dr.
Rodgers and Dr. Gavin covered the benefits of early insulin therapy, and Peragallo-Dittko
provided strategies for helping patients overcome barriers to transition.
o

Dr. Gavin opened the symposium with a “state of the union” address,
highlighting our current progress in the fight against diabetes. Beyond the
usual statistics (24 million Americans have diabetes, 7.8% of adults have diabetes), he
cited a less often heard statistics that 213,000 people die each year from diabetes-related
complications. He then noted that despite the overwhelming size of the diabetes
epidemic, we have not managed cardiovascular risk factors appropriately, with only 5.2%
of patients meeting the guidelines of keeping their A1c <7.0%, blood pressure <130/80
mmHg, and total cholesterol <200 mg/dl. “Therapeutic inertia”, a reference to providers’
general delay to initiate new therapies in response to patients not meeting treatment
goals, was cited as a contributing factor. Dr. Gavin noted that it takes 20.5 months and
14.5 months for physicians to change treatment plans for patients with A1c >8.0% on SFU
monotherapy and metformin monotherapy, respectively. We appreciated Dr. Gavin’s
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focus on diabetes-related complications – truly, the health of a diabetes patient goes
beyond A1c levels and his talk reinforced how much money is on the table to save if
complications are reduced.
o

Dr. Rodgers described the benefits of early insulin initiation in patients with
type 2 diabetes, focusing on comparing the various available insulins. To
counter “therapeutic inertia”, he suggested a treatment plan of low dose basal insulin
early after failing metformin monotherapy, followed by increased titration and finally the
addition of prandial insulin every three months that A1c persists >7.0%. He noted that
this would lead to improved glycemic control, responsiveness to oral therapies, beta cell
function, and cardiovascular outcomes. Referencing the 20 different possible
combinations of insulin types, he stressed the importance of treatment personalization.
However, he cited the 4-T study to support his theory that all types of insulin were more
or less equal in their ability to lower A1c. Ultimately, he recommended the modern
analogs for their ability to reduce both nocturnal and severe hypoglycemia – between
Levemir and Lantus, he noted very little difference, except possibly less weight gain with
Levemir. He was hesitant about the use of NPH for its unpredictable activity profile. We
agree with Dr. Rodgers that early insulin therapy is proving more and more beneficial for
type 2 patients – we hope the increasing evidence will help dispel the barriers and myths
surrounding insulin initiation.

o

In a very well received talk, Dr. Gavin compared the various methods of
insulin intensification, highlighting the value of early intensive therapy. He
applauded the increasing trend toward early insulin therapy, noting that in the past we
used to “beat and flog people with piles and piles of oral agents” before starting insulin.
Citing Monnier et al. (Nat Clin Pract Endocrinol Metab 2007), he noted that prior to the
10th year of diabetes, postprandial hyperglycemia contributes most to A1c levels, with
fasting glucose only rising as the duration of diabetes increases or when the patient is at
high A1c levels. This drove his recommendation for early intensification of insulin
therapy. Of the various intensification methods, he seemed most positive about
basal/bolus therapy with insulin analogs, followed by the use of premixed insulin –
though he did note that administering a low dose of premixed insulin three times a day
rather than the usual two can decrease the number of injections compared to basal/bolus,
which often requires an average of four per day. Similar to Dr. Rodgers, he discouraged
the traditional split mix approach, due to the greater likelihood of hypoglycemia
associated with NPH, which “peaks whenever the hell it pleases.”

o

Virginia Peragallo-Dittko highlighted strategies for helping patients
overcome the barriers to insulin initiation and intensification. As she
described, a patient’s reluctance to begin insulin therapy often goes beyond simple
resistance to change – patients enter with the perceptions that starting insulin therapy
signifies a personal failure and symbolizes a “real” sickness. Thus, she stressed that CDEs
must be prepared to address common patient excuses (“There are more oral therapies I
can try,” “I’ll lose 10 lbs. and then I won’t have to start,” “I’ll eat more carefully from now
on so it won’t be necessary”) and common patient errors (patients change eating habits
after starting insulin, rendering dosing calculations inaccurate; patients stop oral
medications after starting insulin; technique related errors). She gave considerable focus
to the role of language in the office – she emphasized that CDEs avoid negative phrasing,
reframing descriptions – e.g., patients do not “fail oral medications” but rather the
medications “didn’t work” on them – to ease the transition to insulin therapy. Given the
increasingly documented benefits of early insulin therapy, we appreciated Peragallo-
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Dittko’s methods for overcoming barriers – we certainly encourage any efforts to dispel
the myths surrounding insulin use and diabetes as well.
•

Scott Joy, MD, CDE, FACP (Duke University Medical Center, Durham, NC), Davida
Kruger MSN, APN-BC, BC-ADM (Henry Ford Medical Center, Detroit, MI), and
Catherine Martin MS, RN, BC-ADM, CDE , MD (University of Michigan, Ann Arbor,
MI), co-presented an Amylin-sponsored session that strongly recommended the use
of Byetta (Amylin’s exenatide) and Symlin (Amylin’s pramlintide), interspersed with
some excellent practical advice on managing patients and getting optimal results. A comparison
was made with Januvia (Merck’s sitagliptin), but the faculty strongly supported Byetta because of
the opportunity for weight loss. A memorable quote was “taking a pill is easier than an injection,
but is it the right thing?” Another phrase we came away with was the reminder that “Byetta works
at a pharmacological level, but Januvia (only) works at a physiological level.” Pramlintide was also
recommended to manage postprandial hyperglycemia. The symposium was also dedicated to the
practical managements of patients taking Byetta and Symlin – persuading them to start, timing of
the drug, managing nausea, and obtaining optimal weight loss.

•

Before starting on his talk, Steve Edelman, MD (University of California at San
Diego, La Jolla, CA) suggested that the use of A1c as a diagnostic tool would be good
and argued that the cutoff should be even closer to normal than the suggested 6.5%.
He went over efficacy and safety data for the sitagliptin/metformin combination (Merck’s
Janumet) describing the impressive 2% A1c drop from a baseline of 8.8% over 26 weeks. He
concluded his talk by cautioning against associating a disease like diabetes with other conditions
(pancreatitis, heart disease, Steven Johnson’s Syndrome) without adequate evidence. This was
followed during the Q&A by a tirade about Dr. Steven Nissen (Cleveland Clinic, Cleveland, OH)
and his impact on diabetes drug development.

There was certainly no shortage of excitement in the exhibit halls – if you would like our
exhibit report that we sent out as part of our Closer Look AADE report, please be in touch!
--By Sanjay Trehan, Eric Chang, Jessica Swienckowski, Kaku Armah, Nupur Lala, John Close, and
Kelly Close

7. Literature Review: Effect of intensive control of glucose on cardiovascular outcomes
and death in patients with diabetes mellitus: a meta-analysis of randomized controlled
trials - Lancet
Ray K, Seshasai S, Wijesuriya S, Sivakumaran R, Nethercott S, Preiss D, Erqou S, Sattar N.
Lancet, Vol 373: 1765–72, 2009
http://www.thelancet.com/journals/lancet/article/PIIS0140-6736(09)60697-8/abstract
Ray et al conducted a meta-analysis of five randomized controlled trials (UKPDS, PROactive, ACCORD,
ADVANCE, VADT) that included a total of 33,040 outpatients to study the effect of intensive glucose
lowering on cardiovascular outcomes and all-cause mortality compared with standard glycemic
control. Each study had a different protocol, with different targets, and subject populations, making a
clear combination of the results difficult. Combining data from all five studies, the intensive treatment
groups achieved an average A1c 0.9% lower than the standard care group, a 17% reduction in events of
non-fatal myocardial infarction (MI), and a 15% reduction in the risk of coronary heart disease (CHD).
However, intensive therapy had no significant effect on the risk of stroke or all-cause mortality.
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These results suggest that tight glycemic control does not lead to an increased incidence of mortality (as
was reported in ACCORD), and may reduce the risk of coronary heart disease and non-fatal MI. In an
accompanying commentary, Theodore Mazzone, MD (University of Illinois, Chicago, IL) noted that the
current ADA recommendation (A1c of ≤7%) is appropriate generally, but that this target should be
adjusted based on individual patient variables.
•

The goal of this meta-analysis was to assess whether intensive glucose lowering
treatment in individuals with type 2 diabetes mellitus resulted in a reduction in
cardiovascular events and all-cause mortality. Five well-known studies met the
requirements for inclusion. Studies were chosen if: (1) they were randomized controlled trials
designed to show superiority in intensive therapy versus standard treatment in type 2 diabetes
patients; (2) the primary endpoint was based on cardiovascular events; and (3) they included
stable individuals (outpatients) only. The following studies were included: PROspective
Pioglitazone Clinical Trial In Macrovascular Events (PROactive), the Action in Diabetes and
Vascular Disease-Preterax and Diamicron Modified Release Controlled Evaluation (ADVANCE),
the Veterans Affairs Diabetes Trial (VADT), the Action to Control Cardiovascular Risk in Diabetes
trial (ACCORD), and United Kingdom Prospective Diabetes Study (UKPDS). Data from two
UKPDS data sets—UKPDS 33 (intensive glucose control compared with sulfonylureas) and
UKPDS 34 (intensive glucose control compared with metformin) were combined for this analysis.

•

The five analyses in this study have yielded contradictory results. ACCORD was the
only study to show a significant effect of tight glycemic control on all-cause mortality (OR 1.25,
95% CI 1.06-1.54). All the studies trended towards a beneficial effect of intensive glucose
management on non-fatal MI and CHD, although these effects were only significant in ACCORD
and UKPDS for non-fatal MI and ACCORD only for CHD. No studies have shown a significant
effect on the incidence of stroke.

•

The results of these five studies have been the subject of substantial discussion. In
particular, the deleterious effect of tight glucose control on increased all-cause mortality realized
from the intensive glucose control arm of ACCORD prompted a flurry of debate on procedural
differences between these five studies, the role of hypoglycemia, and the merits of different
glycemic targets for different people with diabetes. We believe that the length of follow-up is
paramount in determining the merits of different glycemic targets, and that this is a key drawback
of most of these studies. Another important factor in predicting the effects of glycemic control is
the duration of diabetes at the initiation of tight glycemic control; a post-hoc analysis of VADT
suggested that a shorter duration of diabetes was associated with beneficial cardiovascular
outcomes.

•

The meta-analysis showed that the intensively treated groups experienced fewer
non-fatal myocardial infarctions and had less coronary heart disease. No significant
difference in stroke events or all-cause death was detected. The intensive groups
achieved an average A1c 0.9% lower than the standard care group, a reduction in the risk of nonfatal myocardial infarction events of 17% (OR 0.83, 95% CI 0.75-0.93), and a reduction in the risk
of coronary heart disease events of 15% (OR 0.85, 0.77-0.93). Intensive treatment did not
significantly affect stroke (OR 0·93, 95% CI 0·81–1·06) or all-cause mortality (OR 1·02, 95% CI
0·87–1·19). Funnel plots, which are designed to detect publication bias based on the size of
studies, did not show a publication bias.

•

Intensive therapy resulted in increased rates of hypoglycemia compared to control
therapies. A higher proportion of participants on intensive treatment than standard care
experienced hypoglycemic events or severe hypoglycemic events, (as defined by the individual
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studies) with weighted averages 31.8% vs. 28.6% and 2.3% vs. 1.2% respectively (no data on
significance were provided).
•

The results presented in this study predict that intensive glucose management will
lead to a lower incidence of morbidity, but not mortality. This result suggests that the
mean mortality rate of participants on standard treatment and intensive treatment is 18.6 and
18.3 per 1000 person-years of follow-up (not significantly different). Those who achieve a 0.9%
reduction in mean A1c over five years have about two fewer events of non-fatal myocardial
infarction or three fewer diagnoses of coronary heart disease for roughly every 200 individuals
treated over five years. These estimates correspond to one fewer event of non-fatal MI and CHD
over five years per 87 and 69 patients treated, respectively.

•

This paper adds moderately to a growing debate on the clinical benefits or
drawbacks of intensive glucose management. We stress that, although this study combines
a very large cohort of participants, it is not the last word on tight glycemic control. Evidence that
tight glycemic control has differential outcomes based on clinical variables, such as duration of
diabetes, baseline A1c, age, history of cardiovascular disease, and other cardiovascular risk
factors, suggests that recommended target A1c values may need to be tailored to specific baseline
characteristics.

•

In a commentary published in the same edition of the Lancet, Theodore Mazzone,
MD (University of Illinois, Chicago, IL) discussed the results of the meta-analysis.
He states that, considering the results of this and previous studies, physicians must still keep
glycemic targets for their patients with diabetes. Although the benefits of glycemic control on
coronary heart disease are not as dramatic as treatment of lipids and blood pressure with statins
and other medications, glycemic control is still an important preventative measure. He also noted
that the standard treatment goal of an A1c of 7% (which he feels is generally appropriate) should
be adjusted based on individual patient profiles, such as the duration of diabetes and age.
-- by Nick Wilkie and Kelly Close

8. Conference Preview: European Association for the Study of Diabetes
September 28 - October 2, 2009 • Vienna, Austria • http://www.easd.org/
In late September, the European Association for the Study of Diabetes will be convening in Vienna,
Austria for its 45th annual meeting. Per the usual, the conference promises copious new research, both in
the official program and the corporate and non-profit organization-sponsored symposia. The program
features seven tracks as well as an extensive poster session – while a breadth of topics will be covered,
there also seems to be a strong focus on new treatments, complications, and the cutting-edge science
underlying the mechanics of diabetes and its therapies. Below we present our list of the more corporate
and clinically relevant discussions, including lots of talk on late-stage pipeline and marketed drugs.
EASD 2009 is sure to be an enlightening meeting! Seeing all the Klimpt paintings in Vienna is what we’ll
be doing in our spare time …
Highlights
Monday (September 28)
•

From Bariatric Surgery to Metabolic Surgery: Is It a New Treatment for Diabetes
Mellitus Type II? Early in the program, this Ethicon Endo-Surgery sponsored symposium will
host an international panel of physicians discussing all aspects of bariatric surgery, from the
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mechanism behind its effects on type 2 diabetes to the economic implications. Renowned surgeon
Francesco Rubino, MD (Weill Cornell Medical Center, New York, NY) will present.
Tuesday (September 29)
•

Making a Choice in Type 2 Diabetes: Cardiovascular Risk or Beta Cell Function.
Takeda and Eli Lilly will jointly sponsor this symposium discussing the growing focus on
cardiovascular risk in type 2 diabetes patients, highlighting the relationship with treatments that
benefit beta cell preservation.

•

Saxagliptin: A New Add-On Treatment for Patients with Type 2 Diabetes. BMS/AZ will
be sponsoring a symposium detailing the mechanism and benefits of its new DPP-4 inhibitor –
while not clear in the program we hope to hear some comparisons with Merck’s Januvia.

•

Therapeutics Choices in Patients with Diabetes: Implications for Glycaemic Control,
Treatment Adherence, and Quality of Life. Eli Lilly will sponsor this symposium reviewing
the results of large clinical trials (ACCORD, VADT, ADVANCE, UKPDS included) and their
implications in the choice of treatments for patients with diabetes.

•

Closing the Gap from Science to Real Life Setting – Insulin Management in T2DM
Patients. This Sanofi-aventis sponsored symposium will describe the benefits of insulin therapy
in patient with type 2 diabetes, including a discussion of cost-effectiveness. A host of leading
physicians will present, including Satish Garg, MD (University of Colorado Health Sciences
Center, Denver, CO) and Vivian Fonseca, MD (Tulane University, New Orleans, LA).

•

Changing the Course of Diabetes with Modern Treatments. Novo Nordisk will sponsor a
symposium covering the wide benefits of both GLP-1 and modern insulin therapy. Rury Holman,
MD (University of Oxford Diabetes Trials Unit, Oxford, UK) will also be reviewing the results of
the UKPDS trial – this will be a special treat since it was a year ago at EASD that Dr. Holman
presented striking UKPDS follow up data.

Wednesday (September 30)
•

GLP-1 in the Treatment of Type 2 Diabetes Mellitus. This oral presentation session will
discuss both the benefits and side effect profile of GLP-1 therapy, with a focus on liraglutide – the
presentation of a study comparing the incidence of acute pancreatitis in exenatide users and other
antidiabetic drug users should be informative.

•

Prediction and Prevention of Type 2 Diabetes Mellitus. In addition to detailing new
methods for predicting diabetes, speakers will present the results of both an animal study
examining the preventative effects of dapagliflozin and a clinical trial investigating the effects of
liraglutide on the prevalence of prediabetes in obese subjects.

•

Protecting Beta Cell Mass and Function. While results presented will mostly be from
animal studies, this session should provide some interesting insight into the effects of liraglutide,
dapagliflozin, and DPP-4 inhibitors in the preservation of beta cell mass and function – while
such results have been confirmed with the TZDs, we look forward to more results with GLP-1
therapies.

•

Diabetes in Childhood. Though somewhat behavioral in focus, this session also includes
results from clinical trials investigating the role of early metabolic control in children on A1cs as
adults as well as markers in the progression of diabetes from childhood to adulthood.

•

GLP-1 Agonists – Clinical. Slated for poster session B in the afternoon, this track will include
clinical trial results on from Lilly on exenatide LAR and from GSK on its GLP-1 candidate
albiglutide as well as LEAD extension results on liraglutide vs. glimepiride.
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Thursday (October 1)
•

Oral Antidiabetic Agents 2009. This year’s oral agent session will provide a timeline for oral
agents, describing both the history of oral drugs and current trends in the research. John Buse
MD, PhD, CDE (University of North Carolina School of Medicine, Chapel Hill, NC) also provides a
discussion of the ADA/EASD treatment algorithm and David Nathan, MD, PhD (Harvard Medical
School, Boston, MA) pays homage to the current Commander in Chief with his presentation “Yes,
We Can – Find New Oral Agents for Type 2 Diabetes.” The overview and details of this program
should both be fascinating.

•

Bariatric Surgery – A Cure for Type 2 Diabetes. With such a bold title, we cannot afford to
miss this symposium. The session should explore all expects of the procedure as a widespread
treatment, from the endocrine effects to cost-effectiveness – Francesco Rubino, MD (Weill
Cornell Medical Center, New York, NY) will also discuss surgery for the non-obese type 2 patient.
We can’t wait, especially since of late, bariatric surgery has been characterized in more nuanced
terms as a “remission” for many patients.

•

Artificial Pancreas Technologies – Progress Towards a Mechanical Closed-Loop
System to Restore Euglycaemia. Co-sponsored by the JDRF, we should hear some
outstanding presentations on this device-based “cure” for diabetes. Experts Bruce Buckingham,
MD (Stanford University, Stanford, CA) and Edward Damiano, PhD (Boston University, Boston,
MA) will present recent results from their closed-loop trials.

•

Glucose Monitoring/CGM. While many talks will focus on the effects of SMBG on behavioral
change, this oral presentation session will also feature results from clinical trials examining the
effects of CGM and blood glucose monitoring in conjunction with pump therapy on glycemic
control.

•

Metabolic Effects of Bariatric Surgery. This oral session will present results from multiple
studies in the effects of bariatric surgery on various metabolic markers. We look forward to
hearing the results of another study in non-obese patients on the effect of laparoscopic ileal
interposition on beta cell function and insulin sensitivity, which will lead off the session.

•

Responses to GLP-1-Based Therapy. GLP-1 therapies certainly seem to be dominating the
novel therapy front at EASD – this session will include results from trials with Lilly’s LY2189265
(once-weekly GLP-1 linked with a fragment of immunoglobulin G4 to increase duration of effect),
GSK’s albiglutide, and Sanofi-aventis’ once-daily AVE0010. We hope to piece together some
differentiation between the three and later-stage options.

Friday (October 2)
•

Michael Berger Debate: Much Ado About Postprandial Glucose/HbA1c – Where to
Set the Target? These debate style sessions will discuss the role of postprandial glucose levels in
cardiovascular risk and the proper A1c goal – under 6.5% or 7%. We look forward to some heated
discussion and reinterpretations of large clinical trials in the latter session, featuring Irl B. Hirsch,
MD (University of Washington, Seattle, WA) arguing for the lower goal and Andrea SiebenhoferKroitzsch, MD (Medical University of Graz, Graz, Austria) for the higher.

•

Incretins at Work. This session should provide a thorough overview of the effects of GLP-1
therapy, from mechanism of action to side effect profile and CNS action.

•

Novel Therapies for Type 2 Diabetes Mellitus. We’re very excited for this oral presentation
session, which will highlight recent results from a host of treatments, including BMS/AZ’s
dapagliflozin (SGLT2 inhibitor), Daiichi Sankyo’s colesevelam (Welchol), Incyte’s INCB13739 (11
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beta-HSD1 inhibitor), and Vivus’ VI-0521 (Qnexa; phentermine and topiramate). Get there early
– this will be a packed room, we’re betting.
•

Clinical Immunology. This session will cover various factors in the development of
autoimmunity, including an interesting study on how insulin administration may trigger type 1
diabetes in certain populations of high-risk patients with type 2 diabetes. Interim results from
phase 1/2 trials with Bayhill Therapeutics’ BHT-3021 DNA plasmid vaccine will be presented as
well.

•

Insulin Therapy in Type 2 Diabetes Mellitus. This oral presentation session will discuss
results from recent trials with various insulin therapies, including a comparison of biphasic
insulin aspart 30 and insulin glargine in patients failing oral agents. We’re particularly looking
forward to a trial examining the long-term safety and efficacy of MannKind’s inhaled insulin.
-- by Eric Chang

9. Conference Preview: Cardiometabolic Health Congress
October 7-10, 2009 • Boston, MA • http://www.cardiometabolichealth.org/
In early October, the Cardiometabolic Health Congress (CMHC) will hold its annual meeting in Boston,
Massachusetts. This widely-awaited conference covers recent advances in strategies for preventing,
diagnosing, and managing type 2 diabetes, atherosclerosis, hypertension, dyslipidemia, obesity, and
more. As usual, this year’s CMHC’s agenda consists of an outstanding list of distinguished speakers
specializing in diabetes, obesity, and cardiology, including Louis Aronne, MD, Jay Skyler, MD, Richard
Nesto, MD, Robert Eckel, MD, Lawrence Blonde, MD, Ralph DeFronzo, MD, David Kendall, MD, and
many more. An overwhelming majority of sessions focus on the relationship between multiple diseases
(diabetes, obesity, dyslipidemia) and current and novel therapies that target these diseases.
Highlights
Wednesday (October 7)
•

Advances in Peptide Hormone Therapy. The conference will begin with an Amylinsponsored corporate symposium featuring Louis Arrone, MD (New York-Presbyterian/Weill
Cornell, New York, NY), Harold Lebovitz, MD (State University of New York, New York, NY), and
Carol Wysham, MD (University of Washington School of Medicine, Seattle, WA). They will review
recent advances in peptide hormone therapy targeted towards obesity, diabetes, and
cardiovascular risk management.

Thursday (October 8)
•

High Dose Insulin Therapy for Patients with T2DM and Severe Insulin Resistance.
In a breakfast symposium sponsored by Eli Lilly, Lawrence Blonde, MD (Ochsner Medical Center,
New Orleans, LA), Wendy Lane, MD (Mountain Diabetes and Endocrine Center, Asheville, NC),
Jay Skyler, MD (University of Miami Miller School of Medicine, Miami, FL) will provide a
comprehensive clinical update of insulin therapy for patients with type 2 diabetes and severe
insulin resistance. A major part of the symposium will consist of these experts recommending
treatment regimens.

•

Late-Breaking Clinical Trials. Richard Nesto, MD (Lahey Clinic Medical Center, Burlington,
MA) will moderate a discussion regarding the implications of late-breaking clinical trials for
clinical practice. Panelists will include Christie Ballantyne, MD (Baylor College of Medicine,
Houston, TX), Christopher Cannon, MD (Brigham and Women's Hospital, Boston, MA), Keith
Ferdinand, MD (Morehouse School of Medicine, Atlanta, GA), and Jay Skyler, MD (University of
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Miami Miller School of Medicine, Miami, FL). This will surely be fantastic to hear these experts
discuss data of note.
•

Obesity Management: Diet, Lifestyle, Pharmacotherapy, and Surgery. Robert Eckel,
MD (University of Colorado Denver Anschutz Medical Campus, Denver, CO) will moderate three
different discussions on obesity management. In the first session, William Kraus, MD (Duke
University Medical Center, Durham, NC) will review evidence outlining the specific benefits that
can be obtained from exercise. During the second session, Steven Smith, MD (Pennington
Biomedical Research Center, Baton Rouge, LA) will review potential pharmacotherapies for the
management of obesity. In the final session, Matthew Hutter, MD (Massachusetts General
Hospital, Boston, MA) will present advances in research regarding the relationship between
bariatric surgery and type 2 diabetes. Particularly because we will have just heard bariatric
surgery pioneer Dr. Francesco Rabino speak at EASD, we’ll be all ears to hear how those in
Boston are responding.

•

Glucose Control and Beyond: The Multiple Roles of Incretin Therapy. In a Novo
Nordisk sponsored symposium, Lawrence Blonde, MD (Ochsner Medical Center, New Orleans,
LA), Richard Pratley, MD (University of Vermont College of Medicine, Burlington, VT), and
Bernard Zinman, MD (Mount Sinai School of Medicine, New York, NY) will talk about incretin
therapy for the treatment of type 2 diabetes, with a special focus on cardiovascular risk. We hope
to hear their views on long-acting GLP-1 and the long-term cardiovascular outcomes trials in the
works.

Friday (October 9)
•

Emerging Role of Biomarker Panel Assays in Diabetes Prevention. Richard Bergman,
PhD (Keck School of Medicine of USC, Los Angeles, CA) will begin this Tethys-sponsored
breakfast symposium by discussing type 2 diabetes pathophysiology and clinical markers in highrisk asymptomatic individuals. Darren McGuire, MD (University of Texas Southwestern Medical
Center, Dallas, TX) will continue by explaining clinical strategies for diabetes prevention in
patients with prediabetes. Lastly, Ralph DeFronzo, MD (University of Texas, San Antonio, TX)
will review methods for predicting and preventing diabetes and its complications, focusing on the
role of biomarker panel assays.

•

Keynote Presentation: The Skinny on Body Fat. Ronald Kahn (Joslin Diabetes Center,
Boston, MA) will deliver this keynote presentation, explaining the developmental origins of
obesity. Dr. Kahn is an internationally recognized researcher in the field of diabetes, obesity, and
metabolism and we look very much forward to this talk.

•

Diabetes Management Across the Lifespan. Dr. Jay Skyler will moderate a multi-session
panel covering various strategies to optimize glycemic control in children, adults, and elderly with
type 2 diabetes.

•

New Treatment Paradigms for Comprehensive Cardiometabolic Risk Reduction:
The Role of GLP-1 Receptor Agonists in the Management of T2DM, Obesity,
Hypertension, and Dyslipidemia. Anne Peters, MD (University of Southern California Keck
School of Medicine, Lose Angeles, CA) will begin this Amylin/Eli Lilly sponsored lunch
symposium by reviewing clinical trial data for incretin mimetics and their potential to control
glycemia in patients with type 2 diabetes. Dr. Kendall will continue by focusing on GLP-1
therapies and managing weight, blood pressure, and lipids. Lastly, Dr. DeFronzo, the moderator,
will close the session by providing case-based scenarios for treating type 2 diabetes with incretin
mimetics. We wonder whether Dr. DeFronzo will be given any cancer and Lantus questions.
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•

Global Cardiometabolic Risk Reduction: Targeting the Multiple Mechanisms
Underlying T2DM, Dyslipidemia, and Hypertension. Although the majority of this
symposium sponsored by Daiichi Sankyo will focus on dyslipidemia, hypertension, and
cardiovascular risk, Om Ganda, MD (Joslin Diabetes Center, Boston, MA) will moderate this
panel as well as present on novel approaches and therapeutic targets for managing hyperglycemia
in patients with type 2 diabetes.

Saturday (October 10)
•

Oral Anti-Hyperglycemic Therapy and Cardiovascular Risk Reduction: Yes It Is
Possible! In a symposium sponsored by VeroScience, Dr. DeFronzo will discuss the role of
central nervous system (CNS) dopamine in regulating peripheral glucose, lipid metabolism, and
vascular biology. J. Michael Gaziano, MD (Brigham’s and Women’s Hospital, Boston, MA) will
review clinical trial evidence for novel oral diabetes drugs and their cardiovascular safety profiles.
We especially look forward to hearing Dr. Gaziano present evidence from clinical trials regarding
cardiovascular safety, given the increasing importance of such data in gaining FDA approval.

•

The Convergence of Type 2 Diabetes and Cardiovascular Disease. Donna Polk, MD,
MPH (Hartford Hospital, Hartford, CT) and Jeffrey Kuvin, MD (Tufts University School of
Medicine, Medford, MA) will lead the last session of CMHC 2009, providing an epidemiologybased review of cardiovascular risk profiles in patients with diabetes as well as a review of the
association between diabetes and acute coronary syndrome (ACS). This symposium will be
sponsored by the American College of Cardiology Foundation, Takeda, and Sanofi-Aventis.
-- by Sanjay Trehan

10. Conference Preview: Type 2 Diabetes Disparities in Ethnic Minorities: Origin,
Challenges, and Solutions Symposium
September 15, 2009 • New York City, NY • http://www.nyas.org/Type2/
In mid-September, healthcare professionals will come together with social science experts and policymakers to discuss the current disparity in diabetes care for ethnic minorities. This symposium, hosted by
the New York Academy of Science, aims to help design more culturally sensitive prevention, diagnosis,
treatment, and education programs – certainly a growing need, given that those of African origin,
Hispano/Latinos, Asians, and Pacific Islanders are 1.5 to 20 times more likely to develop type 2 diabetes
than their non-Hispanic, white peers. We look forward to hearing some fresh perspectives on the issue –
our anticipated highlights are presented below. If you cannot attend, note that the program will also be
available for live and archived online streaming.
Highlights
•

Testing a Telephonic Behavioral Intervention in the Context of the NYC HbA1c
Registry. Noting the title of this presentation, we hope Elizabeth Walker, PhD, RN (Albert
Einstein College of Medicine, Bronx, NY) will provide an update of New York City’s somewhat
controversial A1c registry (for a debate of the good and bad of the registry, see Archives of
Internal Medicine, 2008). We’ve been intrigued by the registry since its inception in 2006 and
look forward to hearing results from both the registry and programs employing the data.

•

Origins of Type 2 Diabetes Ethnic Discrepancies. This presentation, led by Enrique
Caballero, MD (Harvard Medical School, Boston, MA), will cover the spectrum of factors – from
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biological to cultural – that drive the ethnic and racial disparity in diabetes incidence and
complications in the US, as well as strategies for improvement.
•

Cardiovascular Risks/Complications in Patients with Type 2 Diabetes: Genetic and
Ethnic Considerations. Harold E. Lebovitz, MD (State University of New York at Brooklyn,
New York City, NY) will discuss the genetic and ethnic influences in the development of diabetesrelated complications – given the increasing focus on complications in diabetes care, we look
forward to hearing his perspective on the issue. Guillermo E. Umpierrez, MD (Emory University
School of Medicine, Atlanta, GA) will subsequently supplement the discussion with his
presentation “Cardiovascular Risks/Complications Associated with Type 2 Diabetes with a Special
Focus Ethnic Minorities.”

•

Public Health Response for Diabetes Prevention and Control. Led by Ann Albright,
PhD, RD (Centers for Disease Control and Prevention, Atlanta, GA), we look for this session to
give an update on the CDC’s current programs for diabetes as well as the agency’s future
strategies to address the public health of diabetes care. We applaud Dr. Albright’s leadership of
the CDC and believe she can take the CDC a very long way. This talk should be particularly
inspiring.

•

Panel Discussion. Dr. Albright’s presentation will be followed by a panel discussion involving
all speakers at the symposium – we wouldn’t dream of missing this commentary!
-- by Eric Chang

11. Diabetes Comings and Goings
•

Paulo F. Costa was elected as the Chairman of the Board of Directors of Amylin Pharmaceuticals on
August 24th. Mr. Costa was previously President and Chief Executive Officer of Novartis US
Corporation.

•

Mark Booth was appointed as the Chief Commercial Officer of Orexigen Therapeutics on August
24th. Formerly, Mr. Booth served as President of Takeda Pharmaceuticals North America. We view
this hire as a very big coup by Orexigen.

•

Peter J. Devlin was appointed as the Chief Commercial Officer of Insulet Corporation on August
17th. In this new position, Mr. Devlin will lead the company’s Sales and Marketing, Business
Development, Clinical Research, and Customer Care operations.

•

James M. Karis was appointed to MDRNA’s Board of Directors on August 11th. Previous, Mr. Karis
served as President, Chief Executive Officer, and a Director of Entelos, a biopharmaceutical company.

•

Dr. Per Falk was appointed Vice President for Clinical, Medical and Regulatory Affairs for North
America for Novo Nordisk on August 5th. He will lead clinical research and medical affairs in
endocrinology and biopharmaceuticals, as well as regulatory affairs and medical communications.

•

D. Cameron Findlay was appointed as Medtronic’s Senior Vice President, General Counsel and
Corporate Secretary, a position that reports directly to Chief Executive Officer Bill Hawkins, on July
31st. Previously, Mr. Findlay was an Executive Vice President and General Counsel of Aon
Corporation, an insurance broker.

•

Naomi Kelman was named the new President of LifeScan North America in late June. Prior to
joining LifeScan, Ms. Kelman was President of the Vistakon Americas division of Johnson & Johnson
Vision Care since July 1, 2004.
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12. DCU Stock Chart and Final Thoughts

Index Value = 124.6
There was plenty of volatility in diabetes and obesity companies this month, with eight of twenty-two
companies moving up or down 10% or more from last month. Notably, DexCom and Human Genome
Sciences experienced stock price shifts of greater than 35%. DexCom likely rose on the positive feedback
from CGM coming out of ADA along with its better-than-expected revenue while Human Genome
Sciences rose on a rumor that GSK was planning a $30 per share takeover. Sanofi-aventis’ stock price has
remained relatively flat compared to last month and is up 29% from the end of February, suggesting the
Lantus controversy had an unnoticeable impact on its stock. While the Close Concerns diabetes and
obesity index increased 8% in August to date to 124.6 from July, the S&P500 increased just 3% over the
same period. We expect clinical trial data and regulatory updates could drive major changes in a number
stocks in the coming months, including phase 3 data from Biodel’s VIAject, Vivus’ Qnexa, and Arena’s
Loracaserin and regulatory news on Novo Nordisk’s liraglutide.
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