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From the Editor
All diabetes is personal: how does it affect that one individual. But the bitter truth is that
diabetes is global – an epidemic of our time that is reaching every country on every continent in the
world. The task is channeling the specific human dramas into a lasting movement for improved care.
This issue of DCU spotlights global initiatives that we hope will be catalysts for change.
The first United Nations World Diabetes Day was on Nov. 14. It was a genuine celebration of our unity,
spirit, and perseverance – as well as a clear call for more resources, awareness, and education. From
the blue lights that illumined iconic buildings across the globe, to the 246-step march in New York that
represented how many millions of people worldwide have the disease, to the inspiring words of Dr.
Martin Silink, President of the International Diabetes Federation, we hope this day did indeed represent
a “tipping point” for our cause.
We also have a terrific interview with Dr. Francine Kaufman, who traveled to six
continents over the past year for a documentary titled, “Diabetes: A Global Epidemic.”
The hour-long show, narrated by Glenn Close, premiered on November 18 on Discovery Health and was
generously supported by Novo Nordisk. Dr. Kaufman, the former president of the ADA who is widely
known for her work with children and obesity, shares with us stories both inspirational and
heartbreaking from other countries and other cultures, and she reminds us of our daunting challenge.
“No matter what,” she said, “you would be hard-pressed to be on this planet without having diabetes affect
your life.” You can next see the documentary on December 2 at 10 pm EST or you can watch it anytime
at http://discoveryhealthcme.discovery.com/diabetes-global/diabetes-global.html. A preview of the
documentary is on our diaTribe video news site at http://www.youtube.com/watch?v=mu2tEE0w5nw.
Fortunately, progress continues on other fronts in diabetes. We write this month about
exciting news about Amylin’s positive weight-loss results from its pramlintide/leptin phase 2A trial,
about DexCom’s fast FDA approval to calibrate the SEVEN continuous monitor using any meter, about
Insulet’s strong third quarter, and about Lilly/Amylin/Alkermes’ long-awaited LAR results, about Novo
Nordisk’s intriguing obesity data, just out this morning – and much more.
It is no longer news that the news about diabetes spins out every day; we always try to focus
on how any given trial, experiment, or product will affect an individual patient. That’s how we live it
and breathe it. All diabetes is personal, and we are the main characters in our own little dramas . . . but
our stage is truly worldwide. On this note, happy Thanksgiving to our global community.
Peace,

Kelly L. Close
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Blogwatch
Blogwatch - See below for blogs since our last monthly newsletter. You can see any update online at
www.closeconcerns.com or can subscribe to the RSS blog feed.
• November 18: World Diabetes Day blog post on Revolution Health
• November 14: Happy World Diabetes Day ... please do your bit for technology and education and
sign our petition
• October 26: Everybody is walking for diabetes
Besides writing our own blog, we also write a blog for Revolution Health called “Up Close and Personal”
on life with diabetes. You can find it at www.revolutionhealth.com/blogs/kellyclose
• November 19: Pay for Performance – the whys and why nots
• November 18: What do NY, WDD and UN have in common?
• November 6: Halle Berry - um, sounds like "upgrading" diabetes isn't possible ...
• November 3: Diabetes in Ghana - the influence of the West rages on....
• October 26: War on obesity rages on... let's support these efforts!!

Videos
Below are our favorite videos on diabetes this month:
• Highlights from “Diabetes: A global Epidemic” – A World Diabetes Day documentary produced by
Discovery Health and featuring Dr. Fran Kaufman
www.youtube.com/watch?v=mu2tEE0w5nw
• “Diabetes: A Global Epidemic” – A World Diabetes Day documentary produced by Discovery
Health, featuring Dr. Fran Kaufman
www.discoveryhealthcme.discovery.com/beyond/miniPlayer.html?playerId=1312399220
• “World Diabetes Day, Times Square, NYC”
www.youtube.com/watch?v=CAnJd-yVNw4
• "Diabetes Camp"
www.youtube.com/watch?v=9JhXcbkdqSM
• “Break the Silence” (filmed during the IDF Diabetes Congress in Cape Town, December 2006)
www.youtube.com/watch?v=B_oE6jmbUwQ

Coming soon in DCU…
We'll be sharing our takeaways from a few exciting conferences in DCU #75, including the 5th Annual
World Congress on the Insulin Resistance Syndrome, AHA, the Diabetes Technology Seventh Annual
Meeting, and the Metabolic Diseases World Summit. We’ll also share what we learned from surveying 525
medical school students – interesting, indeed. Look for our interview with FDA insider Dr. Mary Parks in
an issue coming your way soon!
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1. Quotable Quotes in Diabetes
“Before I retire, I would like to further explore the mechanism by which bariatric surgery is exerting its
positive effects on weight loss and diabetes.”
—Dr. Lars Sjostrom, after accepting the 2007 Friends of Mickey Stunkard Lifetime Achievement Award at
the Obesity Society Annual Meeting (NAASO). Dr. Sjostrom is the first author of a landmark paper about
the long-term benefits of bariatric surgery; the paper was entitled “Effects of Bariatric Surgery on
Mortality in Swedish Obese Subjects” and published in the New England Journal of Medicine.
“I want to see you bouncing in your seat.”
—Dr. Richard Atkinson, pointing out that people can burn up to 850 calories per day by fidgeting.
“You can bill for it, so it exists.”
—Dr. Caroline M. Apovian, arguing for the clinical validity of the metabolic syndrome at the Obesity
Society Annual Meeting (formerly NAASO) in a session entitled “Assessment for Determining Treatment
Options.”
“The reward pathways of obese people light up to the sight of food much in the way cocaine lights up
people’s brains.”
—Graham Cooper, Chief Financial Officer of Orexigen, speaking at the BIOCOM Investor Conference
about the need to target the addictive properties of food in treating obesity.
“When the last vial is finished, they realize that they’re going to have to change to something else. If
inhaled insulin was working well, vial insulin usually isn’t a hard sell.”
—Dr. George Dailey at the Metabolic Diseases World Summit, discussing treatment options for patients
who were using Pfizer’s now discontinued inhaled insulin product, Exubera.
“Everyone keeps trying to use TZDs to treat diabetes. This is like trying to fix a parachute after you’ve
hit the ground.”
—Dr. Jerry Colca, President and Chief Scientific Officer of the Metabolic Solutions Development
Company, arguing that thiazoladinediones (TZDs) should be embraced as a treatment for pre-diabetes to
delay or prevent the progression to diabetes.
“They have less than 4% body fat… they are the Arnold Schwarzenegger’s of the rat world.”
—Amylin CEO Daniel M. Bradbury, speaking at the BIOCOM Investor Conference on the efficacy of
pramlintide, leptin, and PYY (3-36) triple combination therapy in animal models.
“When we look at the marketplace, there are two barriers I think we clearly underestimated... [First, we
underestimated] the resistance from physicians and patients to going on to insulin in any form earlier
than they have been to-date… The second one is the burden that the Exubera technology represented to
the practice… from the lung function testing, to the training on the device. While the size of device may
be a component of that, I think you have to look at the totality of it. That's what led us to a decision to
exit.”
—Ian Read, Pfizer’s President of Worldwide Pharmaceutical Operations, answering a question during the
third quarter earnings call about why Pfizer dropped the development of Next Generation Inhaled Insulin
(NGI), in phase 1.
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“I would blow it [the Centers for Medicare & Medicaid Services (CMS)] up… It’s a pernicious agency
that impedes necessary changes.”
—Harvard Business School Professor Regina Herzlinger, when asked at a recent Harvard Business School
Health Alumni meeting what should be done about CMS as the US contemplates health reform. (See more
on her views in her latest book “Who Killed Health Care?” published June 2007 McGraw Hill)
“No matter what, you would be hard-pressed to be on this planet without having diabetes affect your
life.”
—Dr. Fran Kaufman, explaining that everybody is the target audience of her World Diabetes Day
documentary, because everybody is affected, directly or indirectly, by diabetes. See our complete interview
with Dr. Kaufman on page 22.
“In Sub-Saharan Africa, [in] a country like Mali, you live less than a year if you’re a child and you’re
diagnosed with diabetes.”
—Dr. Fran Kaufman discussing her recent multi-continent trip, which was covered by Discovery Health.
“World Diabetes Day in New York and at the UN was phenomenal. What an experience to see the world
come together in blue and to recognize the effect that diabetes has on people across the globe.”
—Dr. Fran Kaufman, when asked to describe her overall reaction to World Diabetes Day.

2. diaTribe FingerSticks

-by Daniel A. Belkin
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3. DCU Company Watch
•

Novo Nordisk—Exciting Phase 2 obesity data for liraglutide: Results announced
November 20 for this 20-week 564-person obesity trial were exciting – we think if the dosing can
be refined and safety holds, Novo Nordisk should have a chance for obesity and pre-diabetes
indications in the coming few years for Liraglutide. Results showed the group taking the highest
dose of the once-daily GLP-1 analogue led to weight loss of 7kg (15.4 pounds) – from a relatively
low 100 kg (220 pounds) baseline (sure sign of a European trial!), this was great to see.
Unfortunately, the company did not disclose doses used, but we know that two of the four doses
were higher than the 1-2 milligrams used in the company’s LEAD trials. Liraglutide results bested
the 4 kg (8.8 pounds) in the orlistat (Roche’s Xenical) group in this trial and almost 3 kg (6.6
pounds) in the placebo group – we assume a robust lifestyle modification program was principally
responsible for the solid placebo results though we wouldn’t expect the placebo results to be
maintained over time. The company that reported over 75 percent of people treated with the
highest dose experienced weight loss larger than 5 percent and more than 25 percent experienced
weight loss larger than 10 percent relative to their body weight suggesting some “superresponder” results. What we thought was most notable about the trial results were that of the ~
170 participants showing signs of prediabetes, 80– 90 percent experienced reversal of
prediabetes. This compared to ~ 40 percent in the placebo and orlistat-treated groups. This
finding implies that even a 5 percent body weight reduction can cause a reversal of prediabetes.
Importantly, in our view, these results underscore Novo Nordisk’s commitment to treating prediabetes rather than just obesity. On that note, we would assume garnering an obesity label would
take a 4500-person trial over one year, while a pre-diabetes label would be considerably more
challenging to obtain – but certainly worth the bigger challenge over the long term, considering
the impact from a public health perspective. Indeed, by ATP standards, Novo Nordisk does seem
to be on the right path as far as movement toward a pre-diabetes label is concerned – it has
reductions in weight loss, waist circumference, and blood pressure – although the reductions for
weight were not as impressive as for example the Phase 2 results for pramlintide/leptin, they were
still quite robust and it was terrific to see progress from both firms in this area. We expect to hear
more from the company on the specifics of the blood pressure drop when this data is presented at
diabetes and obesity meetings next year. We didn’t hear any data on glucose and would be very
interested in sub-group analysis for those with pre-diabetes.
In thinking about the competitive landscape, we would assume a head-to-head would favor
Amylin’s pram-leptin combination (see news on this below) in weight loss and Novo Nordisk’s
Liraglutide in convenience - it is dangerous to even speculate at this early stage, of course, and we
know that Amylin is working toward more convenient formulations and that Novo Nordisk is
optimizing dose – and that the trials were so different that a comparison isn’t really in order. (It’s
just difficult to resist doing.) In an interview with Dr. Mads Thomsen, Novo Nordisk’s Chief
Scientific Officer and Executive Vice President, when asked about dosing for obesity (and
potentially pre-diabetes) in Phase 2 and Phase 3, he said the company would certainly plan to
have one or at most two doses in a Phase 3 trial and he emphasized that Novo Nordisk was at
work in conversation with agencies and investigators in order to determine the optimal next
steps. We were very struck by the company’s commitment to bringing to market the right drug;
they appear very focused on working to optimize Liraglutide for weight management and perhaps
pre-diabetes rather than speed to market.
In terms of side effects, clearly Novo Nordisk has as a major objective to minimize side effects and
optimize efficacy; in this trial, nausea was the most common side effect affecting 20-50 percent of
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participants. This was high in our view given the 20% drop out rate, which is on the positive side
for an obesity study. We believe based on these results that it is just a matter of time before Novo
Nordisk moves liraglutide into phase 3; as such, we consider this and Amylin’s news as very
positive news especially for obese and prediabetes patients.
•

Medtronic—Very strong diabetes pump and continuous monitor results for fiscal
2Q07: Medtronic Diabetes reported $246 million in revenue, up 16% over a year ago. Though
this increase wasn’t as high as we’ve seen in recent quarters, we view this result as impressive
given the tougher comparison. In this quarter last year, Medtronic Diabetes revenue had grown
19% (compared, for example, to 13% five quarters ago). The $246 million in revenue represented
a slight 2% increase over last quarter's $241 million. Management said it was happy with the
"solid growth" of the diabetes business and stated that diabetes continues to be a strong
performer; indeed, CFO Gary Ellis went out of his way during Q&A to point out that diabetes
growth was helping Medtronic more than it ever had before. Sans the CGM, we estimate pump
(including hardware and infusion sets) growth at ~10-11%.
Management attributed part of Medtronic Diabetes' success to robust acceptance of continuous
glucose monitoring technology. For the first time this quarter, Medtronic reported continuous
monitoring sales and the results were stellar. Management said that, “Even without widespread
reimbursement coverage, CGM revenue more than doubled and is currently annualizing at a
rate close to $50 million.” This is considerably higher than we had estimated and bodes well, to
be sure, for Medtronic's CGM franchise. A key metric to follow (if the company reports it) would
be use of CGM by those who had CGM access to it - we think it's probably hard to say no to the
hardware upgrade (or outright purchase) but the proof will be when we see consistent use and
purchase of sensors. That should come with better sensors and better reimbursement, which we
hear has already begun. For example, United Healthcare is apparently approving CGM at first
request for many children - this is unheard of for most other payers but we see it as the way of the
future when the studies finally come out looking at this (i.e., STAR 3 and the JDRF study) present
themselves. On that front, Medtronic's STAR3 trial continues and we understand that the JDRF
trial enrollment will be finished at the end of this month. As of yet, it is unknown if six-month
results will be shown or if one-year results will be the first peek at the outcomes. Either way, we
certainly expect support for CGM to continue to grow; CGM in our view makes pump therapy
more effective and more precise, because you can stop hyperglycemia or hypoglycemia, leading to,
if not fewer excursions, at least more time spent at goal. With Medtronic's systems, one can
actually even prevent hyperglycemia or hypoglycemia - this is the way of the future, in our view.
Still, despite the United Healthcare’s support of CGM, we're not jumping the gun on when
reimbursement will emerge - there remains stiff resistance on the value of technology.

•

DexCom—FDA approval to calibrate SEVEN continuous glucose monitor using any
meter: DexCom received word on November 16, just a scant four and a half months after it
applied, that the FDA had approved its request to use any meter to calibrate its device. Fast work
– typically a review like this takes at least six months. Patients buying new systems in the first
quarter of 2008 and those upgrading in the second quarter will be able to enter manually the
number they see on their meter of choice – rather than dragging around an Ultra monitor,
glucose strips, and cable to use when calibrating. Although SEVEN isn’t Bluetooth enabled quite
yet, the company is working on it; in the meantime, this will minimize a great deal of hassle – to
say nothing of extra strip costs if the patients are part of the 65% of the US that doesn’t currently
use an Ultra meter.
As we understand it, DexCom is close to submitting for its third generation sensor – it has
completed the pivotal trial, and we continue to expect the application to be filed by year-end.
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Advantages of this system include sensor size – the 75% smaller sensor will allow the insertion
gauge to be changed to 28 gauge from 26 gauge, a difference patients will definitely feel. DexCom
already has the smallest transmitter though it is not meaningfully smaller than Medtronic’s MiniLink – so a major reduction in size would confer a significant advantage in our view. The other
major promised improvement is in the software component of the device – this version of the
software will have trend arrows; event markers for food, exercise, and medication dosing; and
user-adjustable alerts with different sounds associated with hyperglycemia and hypoglycemia.
These features should make it more competitive with Medtronic and the Abbott Navigator, should
that be approved. We look forward to the next generation approval as well as, in the meantime,
easier calibration enabled by last week's approval.
•

J&J—Reorganization emphasizes diabetes and obesity; Don Casey is promoted
again: Highly regarded LifeScan chief Don Casey was promoted again and now overseas a new
area at J&J called Comprehensive Care, which includes “Diabetes” (LifeScan + Animas), Cordis,
J&J Vision Care and Ortho-Clinical Diagnostics. In our view, J&J was very prescient to split up
the former devices and diagnostics area into two groups – surgical care and comprehensive care –
and it certainly would seem that Don Casey is being groomed for the top job at J&J. It also seems
that metabolic disease will be a bigger focus at the healthcare giant and we would expect many
synergies as the healthcare giant formulates ways for its various businesses to work together. J&J
Diabetes Institutes may be a major opportunity in this regard – see DCU #73 for more on this.

•

Vivus—Initiation of second phase 3 Qnexa trial: Vivus announced on November 15 that it
has initiated a second pivotal phase 3 trial for its investigational weight loss drug, Qnexa. The
yearlong study, which is called CONQUER (code named OB-303), will assess weight loss with
Qnexa in overweight and obese patients with comorbidities including hypertension, dyslipidemia,
or type 2 diabetes. As a reminder, Qnexa is a combination of two approved drugs – phentermine,
a generic weight loss agent, and topiramate (Topamax), an anticonvulsant distributed by OrthoMcNeil (J&J). Topamax has previously been in phase 3 trials for obesity, but the studies were
halted in 2002 due to side effects including memory loss, fatigue, and concentration problems.
Reformulation work continued until 2004, when those trials were also stopped due to lack of
differentiation. As we understand it, the dose of topiramate being combined with phentermine in
this study is significantly lower – while doses studied earlier included 64 mg, 96 mg, 192 mg, and
384 mg, the highest dose used here is 92 mg. The CONQUER study will enroll approximately
2,500 patients in up to 120 different centers with a BMI of 27 or above. Patients enrolled in the
trial will be randomized to receive mid-strength Qnexa (7.5 mg phentermine/46 mg topiramate
once daily) (N=500), full strength Qnexa (15 mg phentermine/92 mg topiramate once daily)
(N=1,000), or placebo (N=1,000). The study will begin with a short dose-escalation period,
followed by 52 weeks of treatment. Typical of pivotal weight loss trials, all patients will be placed
on a lifestyle modification program, consisting of a 500-calorie/day deficit. In phase 2 studies,
Qnexa lowered weight and also improved lipids, blood pressure, and other risk factors. Clearly it
is hoped that these pivotal phase 3 data will further demonstrate improvements in comorbidities
such as diabetes. We’re staying very tuned.

•

EnteroMedics—IPO executed for pre-revenue obesity device company: On November
14, EnteroMedics’s IPO raises $40 million, below the company’s initial forecasted range of $70$80 million. The company offered five million shares of its common stock, and it later lowered its
forecast from $14 to $16 per share to $8-$9; the five million share offering sold at the very bottom
of even this reduced forecast, at $8 per share. EnteroMedics is a development stage medical
device company that is developing a treatment called the "Maestro System" that blocks signals to
the vagus nerve (a therapy they term “VBLOC”) using high frequency, low energy, electrical
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impulses. The vagus nerve connects the brain with many organs in the abdomen and plays a role
in stomach emptying and other aspects of digestion. With the Maestro System, two small
laparoscopically implanted electrodes are placed in contact with the vagus nerve near the
diaphragm (above the stomach), and these electrodes are modulated by another implanted device
called the neuroregulator. Outside the body, the electrical pulses are regulated by a controller,
which also keeps a log of device and treatment changes. The device is turned off at night, and
during the day it alternates between ‘on’ and ‘off’ states every five minutes. When the vagus nerve
is blocked by the Maestro System, stomach expansion is limited, stomach contractions are
reduced, gastric emptying is slowed, and feelings of satiety are increased. In clinical trials,
patients lost on average about 20-21 pounds in six months. Although secretion of pancreatic
enzymes is greatly reduced, possibly reducing nutrient absorption, clinically meaningful
malabsorption was not observed. The cost of the system is ~$22,000, and it has an estimated
lifespan of about ten years.
The first US trial of the Maestro System, called EMPOWER, began enrolling in the third quarter
of this year. Enrollment should be completed in the first half of 2008, and data from this trial will
be used to support the premarket approval (PMA) of the Maestro System. The company plans to
submit the PMA in mid-2009, for commercialization in early 2010. As of early October, the
Maestro System has been implanted in almost 80 subjects. Interestingly, the company plans to
enroll 30 people with diabetes in the EMPOWER trial to measure the clinical effects of the
Maestro System on this population. We are very interested to see the results of this subpopulation because presumably the Maestro System’s slowing of gastric emptying will have a
positive effect on post-prandial glucose levels and may lowerA1c. Furthermore, the vagus nerve is
known to regulate levels of GLP-1 and other hormones, and we’re glad to hear that the levels of
these hormones are being measured in the EMPOWER trial. After what has been an excellent
period for Lap-Band and other weight-loss medical devices, EnteroMedics’ IPO pricing was a bit
disappointing; on the other hand, the company is pre-revenue and if the right evidence emerges,
its $130 million market cap will have much upside. In our view, one concern is delay of regulatory
approval of the Maestro System due to just one year of clinical data on the system, although we
assume this has been covered in regulatory meetings. There may also be concern about the tough
competitive landscape – there are a number established and highly successful companies
pursuing this area already and many more circling. Still, from our perspective, the halting of
diabetes that seems to come with bariatric surgery is certainly attractive and if VBLOC takes off,
with just under 200,000 surgeries done last year, there is much upside with 12 million patients
with diabetes alone who are obese. We would definitely like to see more research on the
reimbursement front – we have heard anecdotal reports of some payers who used to pay for
bariatric surgery who don’t any longer because they do not want to attract those who need it.
EnteroMedics is listed on the Nasdaq under the symbol "ETRM."
•

Insulet—Excitement abounds, expectations exceeded, all around: Insulet announced its
third quarter results on November 14. Revenues of $3.8 million exceeded analyst estimates (JP
Morgan $2.9 million, HSBC $3.6 million), while net losses of $13.6 million were less than
predicted (JP Morgan $14.2 million, HSBC $14.2 million). There are now 3,200 people on
Insulet's Omnipod, compared to 2,450 at the end of 2Q; management gave guidance of 3,7003,900 patients by the end of the year. Encouragingly, the company increased its revenue guidance
to $13 million from $10-$12 million. One of the most positive notes of the quarter in our view was
that Insulet now has access to 137 million lives in the US, up nearly 50% from 92 million at the
end of 2Q. Although we see coverage as a "when not if" question, the bureaucracy of insurance
coverage represents a hassle for patients and the faster this barrier is removed, the better for
patients as well as healthcare providers. Generally speaking, it has taken longer to get access than
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we anticipated; while we don't see issues with patient demand slowing company growth, clearly
problems with managed care do represent a barrier. All else being equal, the company said that
patients with access to Insulet are choosing Insulet about half the time versus Medtronic Diabetes
- it conceded that it tends not to win these decisions when patients are after the "closed loop."
Half the time or even a quarter of the time is impressive in our view for a company as new as
Insulet and we believe the company is contributing to significant new interest in pumps by
patients that had previously not accepted pump therapy as a “real” alternative. On another
positive note, we learned that there will be a piece published in Diabetes Care on the impact of
disconnecting the pump - highly regarded Dr. Howard Zisser of the Sansum Diabetes Center
presented this impressive research at ADA (see abstract on the ADA website), which showed one
important piece of Insulet's differentiation, i.e., the fact that the pump is never disconnected, and
what impact that has on glycemic control.
Investors’ main questions centered on manufacturing - on a positive note, the company increased
manufacturing to 45,000 pods/month in the third quarter - its goal is 200,000/month by the end
of 2008. The company's success hinges on progress in reducing manufacturing costs, and we
viewed this as strong progress.
•

Close Concerns —Cheating Destiny out in paperback~ Lighting up Coit Tower in San
Francisco: We know it might be a little much to actually highlight our own news in this column!
But, we’re very proud that an incredible book by managing editor of DCU, James S. Hirsch, is now
out in paperback – see www.cheatingdestiny.com. This book has changed the thinking on
diabetes of nearly everyone we know that has read it and there are multiple companies that have
purchased thousands of copies for their salesforces or their entire staffs and management teams.
This isn’t a sales pitch – it’s just something that we know undoubtedly will help companies. So, we
mention it. James is also managing editor of diaTribe, our patient newsletter that we launched
just under a year ago. Please encourage anyone you know with diabetes to subscribe at
www.diatribe.us. It’s free and jam-packed with writing for patients about research and new
goings-on in diabetes. DiaTribe sponsored the World Diabetes Day lighting of Coit Tower in San
Francisco this year – yes, we made a lot of calls to Mayor Gavin Newsom’s office! The final
lighting, which you can read about at DiabetesMine - http://www.diabetesmine.com/2007/11/inall-its-glor.html - , was breathtaking and we were honestly more thrilled at this moment than we
probably had been all year about anything else that happened – our moment to help raise
awareness about diabetes had really come. And, we do feel like the corner is turning – see some
symbols of this here http://www.flickr.com/groups/wdd/pool/.

•

Amylin—Positive results from pramlintide/leptin phase 2a trial: On November 15,
Amylin released extremely impressive weight-loss results from its long-awaited 24-week phase 2a
obesity trial. The study began with 177 people taking 180 micrograms (µg) of pramlintide twice
daily for two weeks, followed by the max dose, 360 µg, for two weeks. Of these, 139 people (77%)
continued into the "real" study, where they were randomized to 1) 360 µg pramlintide only; 2)
360 µg pramlintide plus 5 mg leptin; 3) 5 mg leptin only. Baseline weight was 205 pounds and the
pramlintide arm lost 17 pounds while the pramlintide + leptin arm lost 25 pounds (equal to 8.4%
and 12.7% weight loss, respectively). The results for the leptin-only arm were not given, and we
presume weight loss in this group was negligible. The results for pramlintide and leptin
combination therapy were robust - in general, a drop of 5% is considered good, and to exceed 10%
is quite remarkable. Tolerability of pramlintide + leptin was quite good overall. Injection site
reactions were experienced in addition to nausea, the main side effect with pramlintide. We also
believe that long-term efficacy will be good because leptin may help significantly with weight-loss
maintenance, typically the most difficult aspect of weight loss. To learn more about leptin and
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weight maintenance, see "DCU #58: ADA Preview - Leading with Leptin," where we interviewed
leptin investigator and Rockefeller University scholar Jeffrey Friedman. Overall, these findings
establish Amylin's INTO (Integrated Neurohormonal Therapy for Obesity) program as an
exciting, potentially "breakthrough" franchise. Naturally, four shots a day is a tough regimen, and
we understand the company is working on this now – we imagine reformulation and/or dual
chambered pens or disposable pumps may be options. A major question from our view is whether
the weight loss reached a plateau at 24 weeks – if it did, these are remarkable results nonetheless,
but if it did not, these are really breakthrough results.
•

GSK—New (and confused) Avandia black box warning for myocardial infarction
risk: Also on November 14, and on a less upbeat note, the FDA added a black box to Avandia’s
label saying that the drug has been shown to be associated with increased myocardial infarction
(heart attack) risk. However, the warning label also says that the available data on the risk are
inconclusive. Basically, this was confusing to most parties involved and probably not the FDA’s
finest moment. So, basically, this label change seems inconclusive, except that the agency can now
say there’s a black box here. That said, despite the tentative language, the new label will make it
more difficult for Avandia to compete with Takeda’s Actos, which will not carry a similar warning.
This is the second black box warning for Avandia - earlier this year, both Avandia and Actos were
given black box warnings for heart failure. The new warning on myocardial infarction is nothing
new to the public; a possible link between Avandia and myocardial infarction was first brought
forth in June by Dr. Steven Nissen in an article published in the New England Journal of
Medicine. See last month’s DCU #73 for an in-depth interview with Dr. Nissen. The FDA seems
committed to keeping the drug on the market while safety assessments continue. One of the main
arguments for taking Avandia off the market is the availability of an alternative thiazoladinedione,
but if Actos were also taken off the market for some unforeseen reason, patients and physicians
would be left without the option of a thiazolidinedione insulin sensitizer.
GSK has agreed to do a long-term study to assess cardiovascular risk. The study will require an
active control agent, likely metformin. We will be eager to watch long-term trial plans and results
– the FDA should have required this long ago. In our view, the black box warning is not a
surprise, but we wonder why the FDA did not act more rapidly in response to concerns about the
association between Avandia and heart-attack risk. It seems clear that safety is paramount at the
agency, but how it interprets and prioritizes efficacy is less clear. We wonder about the
implications for drug development overall; certainly, more long-term trials are likely to be
required which in our view is a positive as long-term safety and tolerability are becoming more
and more marketable. While the average cost to get a diabetes drug to market will rise, we believe
that this will be a relative positive for existing drugs that have clean safety profiles as well as drugs
in development with cleaner profiles.

•

More on insulin sensitizers - Hollis-Eden’s Triolex (HE3286) remains on track: With
Avandia and Actos both bearing black box warnings (multiple in the case of Avandia), the search
for a safer TZD that is not associated with weight gain, edema (fluid retention), and possibly
myocardial infarction (heart attack) is on. One company that is spearheading the effort is HollisEden pharmaceuticals with its compound Triolex (HE3286). Triolex is interesting because unlike
Avandia and Actos, it isn’t a PPAR-gamma activator – in fact, it doesn’t bind to PPAR-gamma at
all.
While the traditional school of thought is that the TZDs work by activating PPAR-gamma (and
thus Triolex should be unproductive), there is growing evidence that PPAR-gamma is not the only
pharmacological target of TZDs. In fact, there is little correlation between the strength of PPARgamma binding and the efficacy of a TZD (for example, Avandia binds to PPAR-gamma ten-fold
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more than Actos, and yet they are equally effective at improving insulin sensitivity). Furthermore,
the effects of TZDs are too rapid to be explained by the downstream transcriptional events
activated through PPAR-gamma activity. Finally, PPAR-gamma knockout mice still show benefit
from TZDs. Together, this evidence suggests that the TZDs are acting elsewhere, and perhaps
PPAR-gamma binding should be avoided altogether since there is clear evidence that it leads to
weight gain and edema.
Like the approved TZDs, Triolex suppresses liver glucose output, stimulates peripheral glucose
uptake, and preserves beta-cell function. In preclinical studies, Triolex administered orally to
db/db mice significantly reduced insulin resistance and improved glucose handling in an oral
glucose tolerance test even more than the active control, Avandia. Triolex also reduced fasting
glucose in a manner similar to Avandia. But what we find most impressive is that Triolex did not
promote weight gain, presumably because unlike the current generation of approved TZDs it does
not bind to PPAR-gamma.
So if Triolex isn’t binding to PPAR-gamma, how is it exerting its positive effects on insulin
resistance? It is believed that Triolex is actually increasing insulin sensitivity through its antiinflammatory properties. It is well documented that Triolex lowers levels of inflammatory
mediators, such as TNF-alpha, IL-6, IL-1, and MCP-1 – all of which promote insulin resistance
and obesity. Triolex is currently in phase 1/2 testing. A month-long phase 1/2 clamp study in
insulin resistant patients is expected to commence first-half 2008. Hollis-Eden is not the only
company developing a “safer” TZD-like insulin sensitizer – Metabolex is currently developing a
compound called MBX-102 that is a very weak agonist of PPAR-gamma and may offer similar
efficacy as Actos or Avandia, without many of the side effects such as weight gain. There are also
others pursuing this important area - we look forward to reporting on the ongoing development of
Triolex and MBX-102 as well as other compounds in the area.
•

Biodel—Gerard Michel appointed CFO, VP of Corporate Development and
Treasurer: On November 14, Biodel announced that Gerard Michel was appointed as Chief
Financial Officer, Vice President of Corporate Development, and Treasurer. Mr. Michel was
previously at NPS Pharmaceuticals, where he was CFO and Vice President of Corporate Strategy.
We believe that Mr. Michel’s experience in negotiating partnerships and collaboration agreements
will help the company pursue partnership opportunities and establish commercial strategies for
Viaject, Biodel’s rapid-acting insulin product currently in late-stage development. If this insulin
really is faster and is deemed safe, we could see substantial interest in it from across the entire
industry. We hope the trials go well – currently, there are two 400-person phase 3 trials ongoing,
where Viaject is being tested versus regular insulin. We can’t imagine results wouldn’t be positive
for Viaject – non-inferiority is all that has to be proven – but if speed can really be shown,
patients may well be lining up for the compound. We have been very impressed to date with the
company’s publication strategy, as it seems to be at every key conference as well as every smaller
conference, always with an abstract; seeing data published in key journals will be the next step as
will results of these trials! As you can imagine, enrolling this sort of trial is difficult as some
patients resist the chance of being randomized to regular insulin; on the other hand, it’s all for a
good cause in our view.

•

Pfizer/Nektar—Resolution of Exubera and NGI contractual issues: On November 13,
Pfizer and Nektar issued a joint statement announcing that they have resolved all contractual
issues that remained regarding Exubera and Next Generation Inhaled Insulin (NGI), which was
being co-developed by both companies and was in phase 1. In our view, the agreement deal was
generous to Nektar. In accordance with the terms of the agreement, Nektar will receive a lumpsum payment of $135 million from Pfizer and will retain all rights and all economic benefits for
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Exubera and NGI. The transfer of rights and economic benefits from Pfizer to Nektar includes the
transfer of the Exubera New Drug Application (NDA) and Investigational New Drug (IND)
applications, all ex-U.S. regulatory filings and applications, continuation of ongoing Exubera
clinical trials, and certain supply chain transition activities. Therefore, at least theoretically,
Nektar may pursue additional commercial opportunities for Exubera or NGI, with or without the
assistance of another pharmaceutical partner. For Pfizer, the agreement establishes (if belatedly)
the company as a cooperative pharmaceutical partner. As the company continues to look to small
biotechnology partnerships as an area of growth, the payments and transfers are of little cost in
comparison to its reputation. Nektar and Pfizer are continuing to co-develop a PEGylated human
growth hormone therapy.
On a more general level, the agreement also apparently signals Pfizer’s complete disinterest in
remaining in the inhaled insulin market. NGI was supposed to fix many of the problems of
Exubera. Whereas the first generation Exubera inhaler was bulky and difficult to operate and
maintain, the NGI inhaler was promised to be small and easy to use. By walking away completely
from the second-generation inhaled insulin, Pfizer management is signaling that the issues with
the Exubera device were only a small part of the problem. We would argue that insulin initiation
is probably more complex than had been originally thought. During Pfizer’s third quarter
earnings call on November 6, management explained that it had “underestimated the barrier of
moving patients earlier to Exubera and to insulin therapy” and inhaled insulin was “a burden to
practice… because of lung function testing, training requirements, and so on.” These are issues
that apparently would not have been resolved with NGI – or, the risk-benefit tradeoff wasn’t clear
enough given Pfizer’s other problems.
Pfizer’s clean exit from the inhaled insulin market will likely give other major manufacturers
pause. We would not expect a partnership agreement for MannKind, for example, until phase 3
results are shared. Alfred E. Mann has previously argued that Exubera’s fate should have no
bearing on Technosphere Insulin (TI) because Exubera offered no clinical advantages to patients
as compared to currently available rapid-acting analogs, whereas TI has a peak effect in only 12-14
minutes and can therefore more effectively lower post-prandial glucose excursions than any
currently available rapid-acting analog. Lilly/Alkermes has not commented, but we would submit
that its device certainly seems superior to the first generation Exubera device.
•

Sirtris—Increased R&D spending and new pursuits: During the Sirtris 3Q earnings call
on November 12, CEO Dr. Christoph Westphal announced that at least one of the company’s new,
more potent SIRT1 activators will enter into the clinic in the first half of 2008. Some of these new
drugs are purportedly 1,000 times more potent than the company's lead drug, SRT-501. As a
reminder, Sirtris has several ongoing clinical trials for SRT-501, including a phase 2 trial of SRT501 for diabetes with about 130 patients enrolled. The company also has two ongoing phase 1b
studies in type 2 diabetes. The first of these studies will report at the end of 2007 or in early 2008.
Primary endpoints will be safety and pharmacokinetics. The second ongoing phase 1b study will
report in the first half of 2008. Westphal also mentioned that Sirtris will be expanding into SIRT3
research. Up to this point, the company has focused only on activation of SIRT1, but a paper
published in Cell on September 20, 2007, validated SIRT3 as a target for diseases of aging as well.
Interestingly, Westphal also announced that the company is considering clinical studies for other
diseases of aging such as cancer and lipid disorders.
Net losses in 3Q07 totaled just under $10 million, as compared to $5.0 million for 3Q06.
Unsurprisingly, the bulk of these expenses were in R&D, which increased to $9.5 million in 3Q07,
as compared to $4.2 million in 3Q06. Management explained during Q&A that it intends both to
keep “a lean infrastructure” as well as current rates of R&D spending. Partnerships were not
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directly addressed in the call, though management did say in Q&A that it is “not setting
expectations for partnerships in the next 12-18 months” for the new chemical entities and would
wait until “we can receive the most value” for these drugs. On a related note, we were intrigued by
a presentation from Dr. Charles Alexander of Merck, who spoke enthusiastically about SIRT1 at
the Metabolic Diseases World Summit on November 2 in San Diego, even though to the best of
our knowledge Merck has no molecules that target SIRT1 in its pipeline at the current time.
•

MannKind— Technosphere Insulin clinical program on track - December 08
submission looms: During the MannKind 3Q earnings call on November 7, management said
that operating expenses increased significantly compared to Q306 due to increases in research
and development expenditures. Total losses widened to $73 million from $61 million a year
earlier. Management also said that Technosphere Insulin (TI), MannKind’s inhaled insulin
product, remains on target for NDA filing with the FDA in December of 2008. MannKind has
completed enrollment of all four pivotal phase 3 trials for TI, and all of these trials are said to be
progressing well. MannKind is also advancing TI commercial readiness. The company has already
manufactured 10 million cartridges, and a major construction project is in the works, with an
expected complete date of December 2008. An FDA pre-approval inspection has been planned as
well. Management called attention to the differences between TI and Exubera, underscoring that
unlike Exubera, TI will offer true clinical advantages because it has a pharmacokinetic profile that
better mimics the body’s own physiological response. In our view, if the phase 3 trials do in fact
show true advantages with regard to first-phase insulin response, this would help garner the
respectability that Pfizer’s Exubera lacked. From a timing perspective, however, things seem a bit
tight – while phase 3 trials are still ongoing, Mannkind hopes to submit by December of 2008 –
we compare this to Lilly/Amylin’s perspective on LAR, for which the pivotal trial has been
completed but filing by mid-2009 is all that can be promised.
Speaking of GLP-1, MannKind’s inhaled GLP-1 product completed phase 1 testing in August. In
the phase 1 trial, 67% of GLP-1 in the blood stream was active, as compared to about 20-30% for
subcutaneous GLP-1, and the GLP-1 was well tolerated even in high doses – it did not produce the
nausea that is typically seen with subcutaneous GLP-1, suggesting that the body may react
differently and favorably to inhaled GLP-1 (perhaps because of the rapid pharmacokinetics).
These results are certainly encouraging, and we look forward to further testing of inhaled GLP-1
where larger numbers could reinforce early results, which are difficult to rely on at this stage.

•

Bayer—Extremely strong diabetes care results reflects strong progress across the
board, especially in formulary access: During the Bayer 3Q earnings call on November 5,
management reported that Diabetes Care achieved sales of €220 million (~$300 million) in the
first quarter, up 18% from €186 million in the third quarter last year. Excluding foreign exchange,
sales rose 22%. This continues Bayer’s extremely strong diabetes care results in 2007; for the
year, sales have risen 17%, excluding FX, quite a remarkable result given industry pressures. We
believe the robust sales growth at Bayer stemmed in part from significant formulary wins – Bayer
seems to be on a roll in this regard. The Contour and Ascensia Breeze blood glucose monitoring
systems, which have replaced the older Elite systems in the Ascensia product family, account for
approximately 97% of all Bayer Diabetes Care revenue – the new brand has certainly been a
success.
Earlier in 3Q, Medtronic Diabetes announced a deal with Bayer that has exciting implications for
Bayer’s growth. Medtronic is partnering with Bayer on international pump sales, and each pump
sold outside the US will come with a Bayer meter. Bayer will partner with Medtronic to supply a
robust, reliable blood-glucose monitor to provide wireless data transmission capability between
monitors and Paradigm pumps. This is exciting for Bayer since we believe a majority of the
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customers will be new customers. The new meters have been promised for the first half of 2008.
We estimate that insulin pumpers internationally generate ~$100 million in blood glucose
monitoring revenue annually. The Bayer/Medtronic split of revenue is unknown. The deal in the
US went to J&J/LifeScan, whom we believe likely has a significant percentage (though probably
less than half) of the ~300,000 US-based Medtronic pumpers. For Bayer, this is a great deal as it
gains access to this important group internationally. It also gives the company an opportunity to
work with more intensively managed patients. Longer-term, Medtronic may push all its pumpers
toward its continuous monitoring system and away from frequent blood glucose monitoring, but
that is unlikely to happen anytime soon.
•

Novo Nordisk—November marks 75 years in diabetes and Novo Nordisk publishes
impressive diabetes barometer: On November 5, Novo Nordisk’s Steno Diabetes Center
turned 75, while the Hagedorn Research Institute turns 50. Among other important
accomplishments, the first long-acting insulin was developed from research at Steno and
Hagedorn, and insulin NPH was later developed an institution then called the Nordisk
Insulinlaboratorium and tested at Steno. Other research ongoing at Steno is targeting beta cell
death and its causes. Treatment and prevention of type 2 diabetes and diabetes complications are
two other areas of focus, particularly in diet and glucose control – important as complications are
the biggest factor in treatment costs. At Hagedorn, researchers are focused on replacement and
preservation of the insulin-producing beta cell mass; stem cell research is also said to be an
important focus.
Novo Nordisk gathered last March a "wide range of stakeholders" to discuss how Novo Nordisk
could continue to influence diabetes; see our DCU #64 for our report on this critical session. One
of the outcomes is that Novo Nordisk published on November 7, just prior to World Diabetes Day
the Changing Diabetes Barometer's first report – this volume should report annually worldwide
progress in diabetes research. As CEO Lars Sorensen writes in the forward to the Changing
Diabetes Barometer, it was at this meeting that the firm pledged to launch this tool, and indeed, a
very impressive set of data it is. This first volume covers 21 countries and discussed trends key to
diabetes prevention and management globally – one of the findings, for example, is that only a
third of these first countries tracked regularly measure key treatments like blood pressure, blood
glucose, and lipids. To boot, few of the countries have the right systems in place to measure
diabetes and associated effects on the population. We will be writing more about this volume next
month in DCU #75 as we strive to communicate more of what we learned during November,
National Diabetes Month.

•

Amylin—Upbeat presentation at BIOCOM: Following remarkable phase 3 clinical results of
Exenatide Long Acting Release (LAR) (see below), Amylin CEO Daniel Bradbury delivered an
upbeat presentation at the BIOCOM Investor conference on November 1. He began by outlining
Amylin’s many “firsts” - he said that Amylin is the first to have launched two “first in class” drugs
in the same therapeutic area; the LAR vs. Byetta superiority trial (N=295) produced an
“unprecedented result in a pivotal study ever completed of any drug for the treatment of
diabetes;” and the eight pounds average loss in body weight was “the best weight reduction ever
seen from a diabetes therapy in the treatment of type 2 diabetes over a 30-week period in a
pivotal study.” Bradbury said that progress at the Ohio manufacturing facility will be crucial to
meeting Amylin’s 1H09 FDA submission goal for LAR. This goal is a “worst case scenario,” and
Bradbury sounded optimistic about being ahead of schedule. Completion of the 150,000 sq. ft
facility is slated for 2H08, and its proximity to the Alkermes facility will facilitate technology
transfer between the two partners.
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Bradbury touched on the obesity pipeline, leading with pramlintide, which is reported to cause a
6-7% loss in body weight (8% in the trial reported below). Amylin is looking to develop
combination therapies with pramlintide and leptin to potentially attain double-digit weight loss in
patients. Safety studies on PYY (3-36) were recently completed, and this could potentially enable
a triple combination drug for obesity. This triple hormone formulation has shown impressive
results in animal models. Said Bradbury in reference to the test subjects in ongoing animal
studies, “They have less than 4% body fat – they are the Arnold Schwarzeneggers of the rat
world.” Results from ongoing phase 2 trials of pramlintide with approved oral agents
(sibutramine and phentamine) will be unveiled later this quarter. Bradbury mentioned briefly
that Amylin’s 2nd generation amylinomimetic is currently in phase 1 and is being investigated for
its weight-loss attributes.
•

Amylin/Lilly/Alkermes—Very positive LAR data out: Exenatide Long Acting Release
(LAR) phase 3 results were released on October 31, and we view the data as extremely exciting.
LAR was in a comparator trial (versus Byetta) for 30 weeks with 295 patients, and as expected
LAR showed statistically superior results to Byetta. The A1c drop for LAR was 1.9%, above the
1.7% (from baseline that we believe is probably approximately 8.5%, but this wasn’t announced)
seen in phase 2 trials for LAR. The A1c drop for Byetta was 1.5%, well above AMIGO data of ~0.9
to 1.0% - indeed, we saw this result as nearly as impressive, and believe this fact could ultimately
prompt a significant boost in the number of people on Byetta, currently about 700,000 in the US.
Back to LAR – in this trial, notably, 75% of subjects on LAR reached the ADA goal of 7% or less.
Average weight loss was eight pounds, about the same as phase 2 results, which was slightly
disappointing given that we had thought the weight loss curve was downward sloping. Still, we
would think in a longer trial this number would increase and we believe the primary result, A1c
drop, to be nothing less than stellar. Too, the side effect profile news was good - nausea was about
30% less for those on LAR versus those on Byetta. Amylin said it expected LAR to be filed at the
FDA by mid-2009. We imagine this is likely a “worst case,” (see above) and we still think it’s very
possible that there will be LAR revenue in 2009. We believe that in the meantime, the positive
Byetta data provide the Lilly and Amylin sales forces with some valuable ammunition – we expect
to see nearer-term estimates increase for Byetta, but longer-term estimates to decline because of
LAR.
Overall, the new LAR data are extremely positive because the A1c reduction not only matched, but
exceeded phase 2 results, and because the side effect profile is unprecedented for a drug of this
efficacy and with weight loss. The other positive aspect is that this was a true “real-world” trial.
The potential market for LAR is enormous - by our math, there are likely about 5 million diabetes
patients in the US failing oral therapy. Assuming $50/shot pricing (speculative), if 15% of patients
with diabetes failing orals were on LAR, this would be a $2.3 billion market. If 5% of those with
pre-diabetes were on LAR, this would add roughly $6 billion. This said, of course, there is a long
way to go before any drug will ever be approved for pre-diabetes in the US – but if there are drugs
that have potential, this should certainly be at the top of the list.
Management mentioned that needle gauge was 23 in the trial; it isn’t clear if this is what will be
used in the first generation. We are very interested to see the “set-up” for someone on LAR, i.e.,
how long it takes to train on reconstitution, reaction to gauge, etc. We imagine it is fairly simple
but also believe that a great Novo Nordisk, fine-gauge pen (31 or 32 gauge) to be used once daily
will be competitive. It is impossible to compare the two without a head-to-head trial, and we will
be able to make better comparisons when we have baseline information on Novo Nordisk’s
population, including starting and ending A1cs, weight loss, final dosing information, etc.
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•

Novo Nordisk—Another strong quarter, and once-weekly liraglutide in phase 1: Novo
Nordisk reported impressive 3Q results on October 31, with sales of 1,411 Euros ($2.0 billion), up
10%, and profits of 494 Euros ($294 million). Sales, margins, and market share all improved this
quarter - an especially impressive feat in light of intensifying competition from Sanofi-Aventis
and Eli Lilly. This included a 21% increase in NovoRapid sales, a 25% increase in NovoMix sales,
and an impressive 90% increase in Levemir sales (from a lower base). Human insulins, still a
major part of Novo Nordisk’s business, fell 6% to 416 million Euros ($600 million). Novo Nordisk
now controls over 50% of the European modern insulin (analog) market, and a little over 40% of
the American modern insulin market. The market for modern insulin has been growing as a
whole; remarkably, in 2002, modern insulins represented only about 20% of the world insulin
market, compared to approximately half of the world market today.
Overall, increases in the diabetes population (growth is expected to increase from 246 million
people with diabetes in 2007 to 380 million in 2025) and a heightened awareness and use of
modern insulins represent major growth drivers for Novo Nordisk. China is also driving growth–
China is now Novo Nordisk’s fifth largest market, and sales are growing at 40-50% pace. Sales in
China currently exceed 2 billion Danish Kroner (about $400 million). In spite of continued
strength across the board, the company’s forecast was revised downward due, management said,
to currency - the company expects sales to grow 11-14% for 2007 measured in local currencies this was revised to 6-9% due to the depreciation of key invoicing currencies, with a 10% increase
in operating profit growth.
On the R&D front, the company said its once-weekly liraglutide (GLP-1) was in phase 1 clinical
trials and that the compound would be delivered in a "convenient injection device." A simple pen
would be an improvement to what the plan appears to be for LAR when approved (Amylin/Lilly
1x/weekly product) although the timeline for LAR is significantly further ahead. Management also
provided an update on regular liraglutide. So far, four of the five liraglutide phase 3 studies have
been successfully completed. Novo Nordisk will finalize the phase 2 study for the liraglutide
obesity indication this quarter. There was no real update on the pipeline in terms of the two new
insulins for type 1 and 2 diabetes, NN1250 and NN5401, that are in phase 1. The company has
said at least one is very rapid acting. In other R&D news, Novo Nordisk won marketing approval
for Levemir in Japan, and PrandiMet – the NovoNorm/metformin combination tablet, was filed
in the US.

•

Sanofi-Aventis—Lantus drives growth, but Acomplia sales are stagnant: On October
31, Sanofi reported strong 3Q earnings and raised its earnings per share forecast to 10% from 9%
(excluding one-time items). Lantus was cited as one of the many drivers of solid growth. Lantus
net sales totaled €518 million ($755 million), an increase of 30% from 3Q06. Sales were up 35%
in the US – key that the all-important US growth was higher than average – and up 21% in
Europe. We know in Europe, there are some pricing issues – Germany, for example, said it would
not reimburse insulin analogs, but only the “old” insulins and as far as we understand, pricing
concessions for insulin analogs were given by the major insulin manufactures, including SanofiAventis. We wonder how that bodes for the rest of Europe – we believe volume increases were
probably higher, but average price of insulin analog units lower. Some of Lantus’s growth may be
attributed to the marketing of SoloSTAR, Sanofi’s new disposable pen. Both in France and the US,
Lantus use clearly had a small boost following the introduction of SoloSTAR. Management
stressed that most of Lantus’s growth came from a decrease in NPH and Premix insulin use. We
also suspect that Lantus growth has also been fueled by the movement toward earlier, more
aggressive therapy, especially in the US. Interestingly, management emphasized that Byetta and
Levemir are not taking away significantly from Lantus’s sales. There has apparently been no
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change in Lantus’s growth since the time of the Byetta or Levemir launches. We think the
commercial implications for Lantus and Levemir stemming from the launches of Byetta and other
incretins (especially liraglutide) are still an open question. On one hand, easier-to-use therapies
like Byetta will bring more people to diabetes drug therapy sooner. Because diabetes is
progressive, however, it may be that this means actually more people on insulin in the long run,
because they need it and because Byetta helps get them over the injection hurdle.
There was no discussion on the call about Apidra, Sanofi’s rapid acting insulin analog. This has
gone up against powerhouse drugs Novolog and Humalog, and we believe it would be quite
difficult to go up against this duo. Too, it seems difficult in general for rapid-acting analogs to
differentiate themselves.
On the rimonabant front, management did not mention the compound, now for sale in the EU, in
the prepared remarks, but conceded in the Q&A that it is disappointed by European Acomplia
sales, which have remained “unpleasantly flat.” We assume the need for further clinical trials in
the US, and the absence of US approval could not have helped the EU reception to the drug.
Notably, however, Sanofi is testing rimonabant in 5,700 type 2 diabetics and plans to submit
Acomplia for treatment for type 2 diabetes in 2009 and for a fixed rimonabant/metformin
combination in 2010. We continue to be impressed that Sanofi seems to work very hard to access
a particular patient profile for rimonabant, specifically, those with a number of cardiometabolic
risk factors, rather than just people that want to lose weight and we think the idea for the combo
with metformin is a very good idea, if safety can be established.
•

DexCom—New growth and cost improvements: On October 30, DexCom announced 3Q07
revenues of $1.2 million, 41% above last quarter’s revenue result and over 45% above $0.84
million achieved a year ago. New CEO Terry Gregg led the call very effectively and reported that
the company had signed 683 new customers and 745 upgrades from the STS to the SEVEN. Gross
margins remain negative, as cost of sales totaled $3.1 million, up a bit from $2.9 million but on
par with the first quarter. On the expense front, there was improvement on the R&D side year
over year – spending reported for 3Q07 was $3.7 million compared to $4.6 million a year earlier.
SG&A expenses were down to $5.9 million from $7.1 million a quarter earlier. DexCom reported a
loss of $11.4 million ($0.40 per share) this quarter, compared to $11.3 million in the second
quarter and $10.9 in the first quarter, and $13.4 million a year ago. DexCom held $73 million in
cash and cash equivalents at quarter’s end. If its burn rate holds at this level, the company has
about ten quarters of cash. As noted above, DexCom received word in late November that the FDA
approved its request to use any meter to calibrate its device – patients certainly will welcome this
news as it reduces the hassle factor in using the SEVEN substantially – that’s saying a lot for this
new technology. On the development front, DexCom is nearing the end of pivotal trials for a
third-generation short-term CGM product. The pivotal trial is expected to be completed in 4Q,
with filing shortly thereafter. We believe the new CEO Gregg has likely been very attentive to
patients, educators, and doctors and has likely learned a great deal about areas of the company’s
operations that can be enhanced. One area we hear more about from HCPs is software, and it will
be interesting to see what happens on this front – we believe key improvements will come with
the next generation and this should be very welcomed by healthcare professionals.

•

BMS—Uneasy about saxagliptin filing? There were no prepared remarks on the diabetes
drugs currently in co-development with AstraZeneca (dapagliflozin, an SGLT-2 inhibitor, and
saxagliptin, a DPP-4 inhibitor) during the BMS third quarter earnings call on October 25.
However, during the Q&A session when management was pressed about the saxagliptin
submission date, they mentioned that only 25% of standard reviews are approved and
underscored that “there are many factors here that could influence our timing.” Although the
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company says it still plans to file saxagliptin in the first half of 2008, in our view this was a subtle
suggestion that the company may be bracing for FDA delays similar to Galvus. AstraZeneca
management was much more bullish about saxagliptin’s filing dates during its November 1
earnings call. When asked if saxagliptin is on track for filing in the first half of 2008, management
responded, "Yes, we're still planning to submit NDA in the next half of next year. We don't have
any particular area of concern."
On a positive note, BMS management also noted on the October 25 earnings call that edema has
not been observed in the saxagliptin clinical program – we wish the question had been a bit
broader, since edema might be sort of a random thing to ask about in our view compared to other
concerns. In 2008, R&D spending will increase in the mid-single digit range from 2007, likely due
to continued investments in pipeline products co-developed with Pfizer and AstraZeneca. A
thorough update on the company’s pipeline was promised for the December 5th analyst call.
•

GSK— Significant drop in Avandia and Alli sales: Management was fairly vocal about
Avandia and the regulatory atmosphere in GSK’s 3Q07 earnings call on October 24. It announced
worldwide Avandia sales of £153 million ($316 million) this quarter. This reflects a reduction of
53% from £323 million ($611 million) in 3Q06 and 39% from last quarter’s figure of £249 million
($494 million). US sales this quarter were £92 million ($191 million), down a substantial 62%
from £242 million ($458 million) last year and down 46% from 2Q07’s £169 million ($335
million). CEO J.P. Garnier said that physician opinion would weigh heavily in determining the
future of Avandia, but the decision lies with the details of the final label from the FDA. (As noted
above, on November 14, the FDA added a black box to Avandia label saying it has been shown to
be associated with increased myocardial infarction risk. However, the warning label also says that
the available data on the risk are inconclusive.) The drop in Avandia’s sales was not dramatic
outside the US, and pharma operations president, David Stout, stated that the 11% decrease in
sales of Avandia products in the EU of £50 million ($102 million) in 3Q07 actually reflected the
impact of a sales call-back in an EU country. Without the impact of this accounting adjustment,
sales in Europe grew by 4%.
As an aside, a letter to the FDA from Senator Charles Grassley, who has been investigating the
FDA's handling of drug-safety issues, indicates that the FDA may have come closer to ordering
Avandia off the market than previously thought. In his letter that was made public on October 29,
Senator Grassley asked the FDA to confirm that an internal drug-safety oversight board had voted
by a narrow 8-7 margin in early October to keep Avandia on the market. If the FDA confirms this
internal 8-7 vote, this will show that there is a split within the agency about whether to pull
Avandia off the market.
Sales for Alli this quarter were only £34 million ($70 million), a 55% decrease from £76 million
($157 million) last quarter. We attribute some of this to stocking. Year to date sales are £110
million ($225 million). Management made no comments about the company’s SGLT-2 inhibitor
(189075) or GLP-1 agonist Syncria (albiglutide), both in phase 2.

•

Amylin—Impressive Symlin weight-loss data presented at NAASO: Amylin presented a
number of exciting results at the Obesity Society Annual Meeting (NAASO) from October 20-24
in New Orleans. This included four posters and oral presentations about weight loss with amylin
or pramlintide (Symlin). One poster demonstrated that in rats, amylin in combination with
phentermine, sibutramine, or rimonabant elicits additive reductions in caloric intake and weight.
The total change in body weight was similar for all three combinations at a striking 12-13%, using
a 100 µg/kg/d dose of amylin, a 10 mg/kg/d dose of phentermine, a 3 mg/kg/d dose of
sibutramine, and a 10 mg/kg/d dose of rimonabant. Another poster demonstrated synergy
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between leptin and amylin treatment, for an impressive 15% body weight reduction in rats. These
preclinical findings of an additive interaction between amylin and other anti-obesity agents
suggest that amylin (i.e. Symlin) may well be useful in combination obesity therapy – a topic that
came up over and over again at the conference. Amylin also had a poster about its promising
second-generation amylin mimetic, AC2307. We love that it has an official name now. Compared
with the native amylin, AC2307 displayed a longer duration of action, more pronounced effect on
gastric emptying, and enhanced glucose lowering effects when tested in rats at a dose of 10
mmol/kg. It would be helpful to see how this compares to the current-generation amylinmimetic,
pramlintide (Symlin); we know of no comparison trial to date. We must underscore that this is a
preclinical trial, and tolerability and efficacy in humans remain unknown. If the results do wind
up being generalizable, we would guess the post-prandial glucose reductions might be even more
striking and that the effects would last longer – these would be welcome changes.
•

Merck—Phase 2 taranabant data show association with “depressed mood/
symptom”: In the morning of the final day of the Obesity Society Annual Meeting (this is what
NAASO is now called), Dr. Ngozi Erondu presented the results of a 12-week phase 2 study of
taranabant, Merck’s CB1 receptor blocker that would compete with Sanofi’s rimonabant. The
results confirmed taranabant’s efficacy – 60% of patients in the 6 mg group lost at least 5% body
mass, compared with only 13% in the placebo group. However, there was a significantly higher
incidence of “depressed mood/symptom” in the higher-dosage taranabant groups. About 6% of
patients in the higher taranabant-dose groups experienced “depressed mood/symptom”
compared to 3% in the placebo group. Furthermore, this was a highly screened population, and
patients with a history of depression or suicide ideation were excluded from the study. In our
view, the incidence of “depressed mood/symptom” is concerning - this is the same issue that has
kept rimonabant (Sanofi-Aventis’s CB-1 receptor blocker) from being approved in the US, and
this suggests that depression may be a class effect with CB-1 inhibition. Granted, six percent isn’t
incredibly high in absolute terms, but double the placebo causes concern. Taranabant was also
associated with gastrointestinal disturbances, including nausea (31%), loose stools (18%), and
vomiting (14%). We believe Merck may still be in the midst of assessing dosage with taranabant. A
phase 3 clinical trial will be completed in 2008, and Merck hopes to file an NDA with the FDA
before the end of 2008. Interestingly, this compound was also studied in phase 2 for smoking
cessation; Sanofi got a non-approvable letter for this indication last year.

•

GSK/Tolerx—Partnership to develop a monoclonal antibody: On October 23,
GlaxoSmithKline and Tolerx announced that they signed a $760M partnership to develop an antiCD3 monoclonal antibody to protect people from type 1 diabetes and other autoimmune diseases.
The announcement came only days after MacroGenics, Tolerx’s primary competitor in the
monoclonal antibody race, announced that it signed a similar agreement with Eli Lilly. Under the
terms of the agreement, Tolerx will receive a $70 million advance from GSK, with a promise of up
to $155 million in future development costs, $350 for reaching certain pre-arranged milestones of
development, and $175 million when certain sales milestones are reached. Tolerx and GSK will
share rights to the monoclonal antibody for type 1 diabetes in the US, but GSK will have exclusive
rights to all other indications.
—by Kaku Armah, Jennifer Ho, Mark Yarchoan, and Kelly Close

4. UN Resolution 61/225: More than a Set of Numbers
The first UN recognized World Diabetes Day (WDD) took place on November 14, 2007, and signaled
obvious gains for everyone involved in diabetes from our perspective. Diabetes is now much more than
just a healthcare problem – it’s also an economic problem, a social problem, and a development
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problem. Much of the focus during WDD was exciting to see as it was on early intervention and
improved therapies to reduce both the human and financial costs of diabetic complications. Virtually all
speakers referenced the massive need to raise awareness and increase education about diabetes,
especially in developing countries. That should translate into more commercial opportunities for
industry and with those opportunities come responsibilities – namely, that companies continue to invest
in R&D, lobby for reimbursement, advocate for education, and work in the developing world to find the
right balance between profits and access. Companies understand this and are stepping up impressively
– long may it continue.
•

There are many ways to celebrate World Diabetes Day – and we certainly recommend
nibbling on baby carrots in front of the giant T-rex skeleton at New York’s Museum of Natural
History watching Dr. Francine Kaufman and Dr. John Whyte of Discovery Health chase diabetes
around the globe– but that certainly did not displace the more solemn event at the United
Nations, with Dr. Martin Silink, President of the International Diabetes Federation. Every time
we hear the measured tones of Dr. Silink, we experience a sense of comfort akin to having a great
cut man in our corner of the ring. Dr. Silink delivered multiple presentations over four days and
would inevitably touch on three things: his concept of “the tipping point,” the creation of a global
fund for diabetes, and blue-lit buildings around the world. The “tipping point,” a sociology theory
popularized by Malcolm Gladwell, characterizes the domino effect for an idea once a critical mass
of support has been attained. This was how the UN Resolution on diabetes gained traction last
year, and this is how Dr. Silink believes the necessary global agencies and governmental actions,
implementing the ideas laid out in the Resolution, will occur. Currently, 80% of diabetes medical
care expenditures are from developed countries while, paradoxically, 80% of diabetic patients will
soon live in low-to-middle-income countries. The paradox continues given that it was Bangladesh,
a low-income country, that recognized the double economic burden of infectious disease and
diabetes, took the initiative, and sponsored the UN Resolution on diabetes. (We remember this at
EASD in 2006 when Bengladesh was the sole country calling for a UN Resolution – huge kudos to
the country for making the impossible happen.) He called on the WHO, the IMF, and the World
Bank to assist with the immense economic implications of the disease.

•

Of course, we were happy that Dr. Silink mentioned Coit Tower in San Francisco
whenever he noted buildings lit in blue to raise awareness of diabetes. We are glad to
see that hard work with the IDF and the mayor’s office came to fruition – we hope San Francisco
will continue to wake up, along with other cities around the globe, and will fight even harder to
raise awareness about diabetes. With diaTribe, the Coit Tower lighting was sponsored by the
Diabetes Care Coalition, the ADA, Diabetes Mine, and J&J. We note that here in the Bay Area, our
esteemed Mayor Gavin Newsom has begun an impressive Shape Up! Program to get people
moving – long may this continue!

•

Globally, worldwide icons were lit up to commemorate the day, including the tower of Pisa, the
Sydney Opera House, Sears Tower, Taipei 100 Tower, Niagara Falls, the London Eye, Seoul
Tower, Moshe Aviv tower in Tel-Avis, Catedral de Lima in Peru, and of course the Empire State
Building in New York. The amazing Changing Diabetes Bus that we’ve now seen in South Africa
(IDF ’06), Chicago (ADA ’07), Berlin (ISPAD ’07) spent two days as the center of a very hip
diabetes village set up in the heart of Union Square in Manhattan. This 56-foot mobile testament
to Novo Nordisk’s commitment to diabetes education received ~5,500 visitors and performed 439
diabetes screenings in a single day. To be sure, diabetes awareness at its best. Once the esteemed
Dr. Alan Moses, Chief Medical Officer for Novo Nordisk, had officially opened the New York leg of
the bus tour, we were struck by the celerity with which the visits occurred. The company’s
commitment just keeps on going – their passion for changing diabetes is truly contagious and we
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had a number of memorable conversations on this front throughout our week in New York. At the
bus, for example, we had a terrific conversation with Dr. Moses about the importance of payors
stressing value over cost – it’s warming to see Novo Nordisk focus on so many important issues
and we certainly see its attention to diabetes as far, far, from just lip service. Indeed, at the
Changing Diabetes bus, New Yorkers came, New Yorkers saw, and New Yorkers departed…
equipped with a pedometer to undertake healthy lifestyle changes – learning how to work
practically toward the American Heart Association’s goal of 10,000 steps a day.
•

The IDF’s circular blue logo, featured on the lapels of many, underscores that the
global diabetes community must unify to combat the epidemic. This could not have
been more evident during the formation of the Human Blue Circle – hundreds of people with blue
umbrellas gathered on a lawn at the UN overlooking the East River, to listen to brief words from
Dr. Silink and Her Excellency Ismat Jahan, Permanent Representative of Bangladesh to the UN.
It was a powerful moment when about 700 umbrellas were hoisted up over about 1,000 people
standing shoulder to shoulder with one goal in mind – get the word out about the epidemic. Each
step of the ensuing 246-step march up First Avenue to the 59th St. Bridge - represented a million
people with diabetes worldwide. A statement that attests to the power of community action.

•

We would be doing a serious injustice to the comprehensiveness of this story if we
did not mention the IDF’s Youth Ambassadors – the official advocates for the United
Nations Resolution on diabetes. Our enormous appreciation goes out again to Clare Rosenfeld
and her mother, Kari Rosenfeld – two exceptional and now very well known diabetes advocates.
At age 17, Clare came up with the idea for the Resolution, which ultimately came into being in
2006. With the help of the IDF, she founded the International Diabetes Youth Advocates – a
dedicated group of 25 young people with diabetes striving to better the lives of people with
diabetes in their communities and worldwide. The Youth Ambassadors were out in full force
during the WDD events and we look forward to chronicling more great work from them over the
coming years. Thank you, to them, for never saying die.
—by Kaku Armah and Kelly Close

5. Interview with Dr. Fran Kaufman: Stories Behind the Statistics
By far, the most difficult aspect of introducing Dr. Francine Kaufman is figuring out where to start. She
is the director of the Comprehensive Childhood Diabetes Center, and head of the Center for
Endocrinology, Diabetes and Metabolism at Children's Hospital Los Angeles. As everyone who knows
her knows, she is an outstanding and compassionate physician and pediatric endocrinologist. Dr.
Kaufman recently completed a six-continent tour with a film crew from Discovery Health – a
collaborative effort led by Dr. Kaufman to draw attention to the plight of children and adults living with
diabetes around the world. The premier of her documentary, Diabetes - A Global Epidemic, at the
Museum of Natural History, was the first in a series of events leading up to World Diabetes Day
celebrations in New York on November 14th 2007. We believe the title of this piece speaks for itself.
In this interview, Dr. Kaufman discusses the making of the film and talks about how efforts to combat
diabetes in the United States are in some ways comparable to those in the developing world.
The next showing of Diabetes – A Global Epidemic is on December 2 at 10 am and 11 pm EST – to your
TIVO! You can also look at the epidemic online at any time – see
http://discoveryhealthcme.discovery.com/diabetes-global/diabetes-global.html.
Kelly Close:

Thank you so much Dr. Kaufman for taking time to speak with Diabetes Close Up. Could
you talk broadly about your recent multi-continent trip? What were the goals of the
program, how did it unfold, and who approached you to do this program?

Diabetes Close Up #74 ~ November 2007 ~ In Diabetes, All the World’s Our Stage

22

Dr. Fran Kaufman: I actually approached them. I had the great opportunity to know Dr. John Whyte
when I was ADA president. He was working inside HHS with Secretary Tommy
Thompson, and we made the first Discovery Health Continuing Medical Education (CME)
Program about the childhood obesity epidemic. Discovery Health distributed tens of
thousands of CDs mainly to health care providers about how to approach childhood
obesity. So, John Whyte and I already had a working relationship when he left the
government and went over to Discovery Health. He is now a senior Vice President and
leads the efforts of their CME group. I did a couple of CME programs with him and was
convinced he was a visionary. We came up with the concept that diabetes, as a worldwide
epidemic, should really be shown in its entirety, including the entire globe. We then asked
for and received from Novo Nordisk an unrestricted educational grant to move ahead. And
we pretty much chased the diabetes epidemic across the globe. So, we went to every
continent, save Antarctica! We really went in search of the stories of diabetes, the stories of
the people affected and the stories of what we now call our Warriors - the health care
providers, the politicians, the people out there going into battle against diabetes every day,
on every continent. We did, as you would imagine, a great deal of groundwork before we
left. For example in South Africa, which we filmed during the IDF meeting, we showed the
meeting and the huge numbers of people coming together from around the globe to talk
about what diabetes means in their country to their people, and maybe even to themselves.
We featured a residential home in Cape Town in the townships, a place where children are
sent when they’re diagnosed. Most of them have type 1 and can’t go to live in their own
homes because of lack of resources or lack of education.
Kaku Armah: Can you tell us more about those who were running the homes?
Dr. Kaufman: This home was run by nuns - a German order that has been there for a long time, taking
care of children with diabetes and with other health care needs as well. So, there, the
children do have access to insulin. They have meters, they have good nutrition, and good
opportunities for physical activities, but of course, they’re without their families. And we
captured this one child who was just incredible, who talked to us about [how] he knows
he’s healthier in the home and he’s actually crying as he’s telling us, he’s so genuine. And
he knows it’s good for his health, but he doesn’t really want to be there. He wants to be
with his family.
Kelly:

Of course.

Dr. Kaufman: Any child would want to be. This is the effect of diabetes in countries and in areas of
countries in which there aren’t the resources to keep these children healthy and well. So
they age out at some point and then what happens? They just go back out into an
environment in which there is little access and little opportunity to be able to survive. This
is particularly true in Sub-Saharan Africa, where in a country like Mali, a child lives less
than a year after he or she is diagnosed with diabetes.
Kelly:

Wow. Just because they don’t have access to insulin?

Dr. Kaufman: They don’t have access to insulin or health care providers. If they have insulin they don’t
have enough strips and I can go on and on. The whole health care paradigm is really not
there. That is why programs like Life for a Child and Insulin for Life are so important.
These programs provide insulin at a markedly reduced rate and certainly, Insulin for Life
is getting a lot of donated insulin from around the world. But insulin without strips,
without meters, without education, without access to health care or some kind of provider
doesn’t get you anywhere. It’s not just, “We’ll send insulin down there.” That’s what

Diabetes Close Up #74 ~ November 2007 ~ In Diabetes, All the World’s Our Stage

23

everybody thinks at the beginning, including me. Obviously, that doesn’t solve the
problem.
Kaku:

So, do they have the same problems there, as we have here, with physicians not wanting to
go into diabetes?

Dr. Kaufman: In Africa, certainly, type 1 [prevalence] is much less. It’s also much less common in Asia.
But there are so many people in India and Asia. And actually, there are a fair number of
children who develop type 1 diabetes in these areas of the world. To care for children with
type 1 diabetes takes a lot training and in many areas care is not given by physicians. It’s
done more by nurses. So there has to be that capacity, and I think many areas of the world
are overwhelmed with taking care of people with type 2.
Kelly:

That’s interesting. What was your next stop?

Dr. Kaufman: We went to India where we visited the clinics of two very, very well-known diabetologists Dr. Ramachandran and Dr. Mohan - in Chennai. Each of their clinics followed 100,000
people. But they’re very, very comprehensive… it’s pretty amazing. You walk in, they’ve got
dental care, and they’ve got a pharmacy that supplies medications and devices. They
actually have food that you can buy. [And they have] shoes… shoes are a huge issue in
India, going barefoot can lead to problems that put people at risk for amputation. The
clinics were truly comprehensive. You get all your diabetes education, medication, and
everything else that you need. So, they really end up giving you everything.
Kelly:

Is this government funded?

Dr. Kaufman: No, it’s private. So, obviously it’s not accessible to everyone, which is incredibly
unfortunate. But they are committed to going out into rural regions, so we followed them
to rural India. We were in the outskirts of Chennai, hours away - you get to the village and
there is almost no electricity, no running water, people are living in huts, the animals are
all over. Dr. Mohan brings a mobile van out there with a satellite dish, so they’re doing
retinal photos and sending it back to the main medical centers. They’re doing OGTTs –
with a number of positive screens - and they’re out just greeting everybody. The Southern
part of India is much richer than the Northern parts, so we’re in an area where, although
they’re impoverished, they’re a little bit better off. So they are finding people who are now
no longer subsistence living and are increasingly developing diabetes.
Kelly:

Could you talk about comparisons among the countries that you visited? What difference
did you see in the reception to your messages in the different countries?

Dr. Kaufman: I think there is a better state program going on in Brazil. It’s not perfect but at least they
claim that they do allow access to insulin. There are 100 million Brazilians covered under
these kinds of programs. We met with Dr. Fahdlois, who has a radio show. We went and
listened to him on his show. He’s got a big clinic. He has a dentist inside the clinic, there’s
food, medications, education, comprehensive care. He even has a choir and a dance club.
Kelly:

Wow. That’s amazing.

Dr. Kaufman: Yes, so it’s just amazing. I mean, all these patients with diabetes dancing. And Dr. Fahdlois
is committed to working in the poor areas of Brazil – the favelas. They’re sending out
community health workers to people who are known to have diabetes mostly to ensure
that people are taking their meds, that they have food, that they have healthcare access
and that they know what’s going on.
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Kelly:

One other question centers on different programs to help adherence and behavioral
changes, and how that varied among countries. But first, we want to find out a little more
about each place that you visited.

Dr. Kaufman: Right after India, we went to Australia. In Perth we met with many people who are the
descendants of the original Australians – the aboriginals. Like the Native Americans, they
have a very high rate of diabetes and many people are working to increase awareness about
diabetes in the aboriginal population.
Kaku:

Diabetes management in Australia seems to win a lot of praise – can you talk a bit more
about that?

Dr. Kaufman: Yes, they’re really aware of their epidemiology. Dr. Paul Zimmet and his group have really
led a huge effort. They’re teaching people weight training and healthy lifestyles. Plus, I
think they’re a bit more globally supported and promoted by their government. But
anyway, there’s a big contrast because they’ve got a national health policy. So everybody
there has access to care. To me, if you want to point out what’s the difference, that’s the
difference. I say this all the time: every kid I take care of is going to lose their insurance.
And so, they have to scramble. They have to figure out some way to get coverage, and it’s
just insane. It’s completely insane that they can have diabetes and not have access to
health care, supplies, medications, and secondary preventive services
Kelly:

I know, it’s really, really rough. Do you think that because there’s a national health policy,
there is an impact on who treats diabetes in these countries?

Dr. Kaufman: I think they’ve got great providers, but there are just not enough endocrinologists
anywhere.
Kelly:

Yes. Well, why do you think that there are not enough health care providers for people
with diabetes everywhere? Why is this a global problem?

Dr. Kaufman: I don’t know if there aren’t enough. Most diabetes care is in the hands of primary care, and
they have so many things to deal with. They’ve got to be sure about cardiovascular disease
and a range of other issues. But on the other hand, they don’t drill down as much, often
because they do not have time. I think primary care physicians with access to a team are
very good and can take care of most people with diabetes.
Kaku:

We want to circle back to the team idea. But first tell us about the rest of the places you
visited.

Dr. Kaufman: We were in Australia and then we came to L.A. [The film crew] came to my clinic and then
they followed me into one of our community programs, a program called KidsNFitness.
KidsNFitness is delivered in the after-school setting in impoverished neighborhoods. Half
the mothers who have children in our after-school program have not graduated from high
school. So, we’re doing a six-week program on health, health literacy, and lifestyle change.
And now, it’s important because we just launched our Web site with Starlight Starbright,
called Get Fit, Get Right.
Kelly:

That’s amazing. What was that like to put together?

Dr. Kaufman: You get enough talented people around you, you can do anything.
Kelly:

How did it feel being back in the US, compared to the other countries?

Dr. Kaufman: I live in L.A., a phenomenal city, in which there are the world’s wealthiest people and the
world’s most impoverished.
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Kelly:

How did you think about government support in the US compared to government support
in some of the other places that you visited?

Dr. Kaufman: Well the next place we went to was Finland. There, the cities have been redesigned.
They’ve been trying to work on reducing both their diabetes and cardiovascular rates for a
decade. It is called the North Karelian Project. There is also the Finnish Diabetes
Prevention Program. Like the DPP, it showed up to a 60 percent reduction in progression
to diabetes in high-risk individuals who adopt a lifestyle change.
Kelly:

Right, and they’re making it easier to actually adopt the changes and sustain them.

Dr. Kaufman: Yes, the environment is a lot more health-promoting there. Everybody’s got access to
health care. Prevention is a real aspect of the healthcare business. So, they’re really set up
to be able to do it. You go to a place like Finland and you have envy.
Kaku:

Were you more surprised at the contrast in say, Finland, or were you more surprised with
the contrast, for example, in South Africa?

Dr. Kaufman: To me, the starkest contrast between the US and Finland is that Finland has universal
health care. The United States is behind the eight ball and comparable, in some ways, to
the developing world – South Africa - because of our lack of access to health care for
everyone.
Kelly:

Just going back for a second, we would love to discuss the last countries you visited.

Dr. Kaufman: We went to six continents and spent less than a week in most of them - we had done a lot
of work before we got there. I think that the real issue is the story of diabetes told by the
people affected by diabetes. It’s the same story everywhere and it brings out the same
emotions that we all have. Of children affected by this disease, and adults struggling too.
The uniqueness of diabetes is that the management really falls in the lap of the person
who’s affected. They’re given knowledge and access to supplies, and then we ask them to
do a lot. One of these women in Brazil, for example, talked about what it’s like to navigate
her world and how hard it is, and this could be Brazil or India or the US or anywhere.
Wherever you are, it’s really tough. Just, some places it’s even harder than other places.
Kelly:

Did you experience any resistance from patients given that complications set in so much
later after onset and people in developing countries tend to be more concerned with
immediate (economic) issues?

Dr. Kaufman: Well, I think only with the children in Africa. But that’s the same that you get from
children everywhere else. Looking way down the road as a child and knowing what I do
now has a long-term impact - that’s a tough concept for children. So I think all of them will
admit, “I’ve got lots of pressure in my life. I’ve got lots of issues to deal with. I’ve got to
raise my family. I’ve got to put food on our table.” To manage in a city like Sao Paulo or
Chennai and still be able to fight diabetes, that’s asking a lot.
Kaku:

Given that people watching this documentary will have varying levels of knowledge about
diabetes, what would you say are the main takeaways to look out for?

Dr. Kaufman: First, I hope they realize that it is a global epidemic, that there’s no more time for sitting
around, that we have to work as a global community improving the standards of care for
everybody. We must work to enable people to live healthy and productive lives with
diabetes. And at the same time, we need to work in a global scientific community to find
better answers.
Kelly:

Are you more optimistic about that today than, say, five or ten years ago?
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Dr. Kaufman: I think I am more optimistic. I think there is an ever-increasing awareness about diabetes
and its effect everywhere. Although when you hear the numbers, it’s overwhelming. Even
with all the global awareness – the UN resolution, World Diabetes Day, the political will
behind this – the sheer number of people affected is just overwhelming.
Kelly:

Who is the target audience for the documentary?

Dr. Kaufman: Anybody and everybody. Hopefully, those who live with diabetes will find something that
resonates with them. Those who don’t know much about diabetes will hopefully gain
knowledge, at least, as to the scope of the problem and realize that it affects each and every
one of us in some way. No matter what, you would be hard-pressed to be on this planet
without having diabetes affect your life.
Kelly:

Is there going to be some sort of special push to put this in the face of policy makers?

Dr. Kaufman: Well, I hope so. I’m not exactly sure how that comes about, to be honest. Obviously, this is
in the hands of Discovery Health. Novo Nordisk will have a lot of DVDs to distribute. So
hopefully lots of people will have access to it.
Kaku:

How did you choose Novo Nordisk?

Dr. Kaufman: They were the first people we went to and they said, “Yes” and donated an unrestricted
grant. I think Novo Nordisk is an incredible company with their commitment to their
triple bottom line.
Kelly:

Was there anything that you personally learned that made you more curious about other
research that you could do here?

Dr. Kaufman: I have incredible envy for these clinics in Brazil and in India. They’re really huge
freestanding diabetes centers that are comprehensive. I’m not sure that we’ve been able to
replicate that kind of model here. Don’t get me wrong, you had to pay to go to these places
- they’re not free and there are different levels, I think, of people who can afford it and
what they end up getting, but it was pretty impressive nonetheless.
Kelly:

Where do you see diabetes today versus when you started and also versus when you were
ADA president?

Dr. Kaufman: I think when I first started, if you had diabetes, you kept it in the closet and you didn’t tell
anybody - one shot a day or one pill a day or whatever. And so it was a silent disease. It was
a hidden disease. As a matter of fact, I found out at my high school reunion that one of my
close friends has had diabetes since we were seven and I never knew it. Now the sheer
force of the numbers has enabled us to make incredible breakthroughs in management,
research, avoiding complications, and hopefully educating people with and about diabetes.
I think you’d be hard-pressed now to find people who don’t know that the problem is everincreasing. The IDF has become, I think, a much more important organization, leading the
way for all these [national] associations. Of course, a lot of what happens is local. Local
centers are unique. There’ll be some common threads, but there will be a lot of local ways
to approach the problems. That’s what the point of this documentary is, to show that this
touches so many people - especially children. Now, the next area of focus is advocacy to
raise global awareness so that we get our share of funding and we get our share of
attention in order to keep moving the metric to improving the lives of people with
diabetes, and one day to prevent and cure it.
—by Kaku Armah and Kelly Close
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6. Conference Pearls: The Obesity Society Annual Meeting
October 20-24, 2007 • New Orleans, LA • www.naaso.org/annualmeeting07
Living up to our expectations, the Obesity Society’s (formerly NAASO) annual meeting was a fantastic
place to learn about the very latest developments in the field. Sessions were presented in five thematic
tracks - cell and molecular biology; integrative biology; clinical studies; population studies; and for the
first time, clinical/professional practice. Meeting organizers tell us that about 2,100 people attended the
meeting; most of the meeting’s attendees were PhD’s (~45%) or MDs (~35%), reflecting the meeting’s
focus on basic science; however, there were also many dieticians, nutritionists, and other health care
professionals in attendance.
•

Kicking off the five-day event was a pre-conference symposium on
pharmacotherapy for obesity. We found it striking to compare how much has happened
since last year; this year the symposium included four promising lectures from different
companies working in this field (Amylin, Arena, Orexigen, and Vivus). Combination therapy is the
new elixir when it comes to obesity therapy; only the Arena presentation was not about
combination therapy. We expect Novo Nordisk to be part of this conversation next year. The
consensus is that combination therapy is going to help take us beyond the stumbling block of ~5%
weight loss that has limited drug therapy thus far (see Liraglutide and pram/leptin stories this
issue for recent developments on this front). Even Dr. Steven Heymsfield from Merck, who gave a
talk on how Merck failed to successfully develop a combination strategy with its candidate MK0557, an NPY5R antagonist, concluded by saying that he still thinks combination therapy will
succeed once we have better drugs to combine – he mentioned the work Amylin is doing as a
possibility.

•

The opening session was notable in that the Obesity Society awarded the SternAtkinson Award to former President Bill Clinton and his foundation for the work he
has done in collaboration with the American Heart Association to create the
Alliance for a Healthier Generation to work on battling childhood obesity. While Mr.
Clinton did not attend, we were able to view a recording of his acceptance speech to the Obesity
Society, in which he emphasized the importance of addressing childhood obesity if we are to
prevent this generation from becoming the first to have a shorter life expectancy than its parents.
The President’s Lecture, which followed, comprised a lively debate between two English scientists
about whether the evolutionary basis of the current obesity epidemic is due to the thrifty gene or
to predator release.

•

Our main takeaway from the oral abstracts session on bariatric surgery was that
gastric bypass surgery does seem to be significantly more effective than gastric
banding. It produces weight loss more quickly and dramatically. However, with both methods,
patients who lose weight tend to keep it off. We asked someone from Allergan management if
there are any studies on incretin levels after gastric banding – these have apparently not been
done yet or at least reported on yet. As discussed in the literature, incretin levels rise dramatically
after gastric bypass surgery, which may explain the rapid reversal of diabetes after gastric bypass.
It would be interesting to do a comparison study…
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•

The symposium on gut hormones was wildly popular and had to be moved to a
larger room. The symposium focused on PYY, a more obscure hormone than GLP-1 or GIP.
Whether PYY will become clinically useful for weight loss remains to be seen after the failure of
Merck’s nasal formulation (Nastech is still pursuing it). Many eyes are on Amylin here.

•

We learned some sobering statistics on type 2 diabetes in pediatric populations.
Prevalence and incidence of both type 1 and type 2 are rising; type 1 remains more common in the
0-10 year age range and in non-Hispanic whites, whereas type 2 is rising rapidly in the 11-19 year
age range and minorities. Scarily, the relationship between duration of diabetes and retinopathy
is the same regardless of when someone gets type 2 diabetes – i.e. the earlier you get diabetes, the
earlier you get complications. The same holds for mortality. Thus, most youth with type 2
diabetes will begin to get complications in their 30’s and 40’s, their most productive years.

•

Dr. Louis Aronne gave a compelling lecture at the Amylin-sponsored symposium on
advances in neurohormonal therapy. Echoing a common theme at the conference, Dr.
Aronne underscored the importance of combination therapy in getting past the current 5% weight
loss “plateau.” As we have reported before, Dr. Aronne has the hypothesis that the reason for the
severe side effects with all approved weight-loss drugs is that they are being overdosed in the
sense that they are trying to tackle weight through modulating only a single system. He holds high
hopes for treatments consisting of low-dose combination therapies.

•

The company booths were not highly trafficked at the meeting, at least compared to
other large conferences – but they’ve come a long way from 2002, our first year at
NAASO, when the exhibition floor barely existed save for surgery tools. While most of
the booths were very small (about the size of dining room tables), two companies – Allergan and
Sanofi-Aventis – had especially large booths. Sanofi-Aventis has a 3-d film playing on continuous
loop about the endocannabinoid system (slightly updated from the one introduced at AHA in
2005), while Allergan had a number of posters and booklets about the efficacy of Lap-Band
surgery and sought to attract visitors with a large collection of freebees – snacks, water bottles,
pens, etc.

•

One main takeaway was that the future of obesity treatment is drugs. This may sound
obvious but last year, there was so much more talk about prevention and the importance of diet
and exercise – no one would say these aren’t important, just that they aren’t practical enough,
especially in isolation. Dr. Richard Atkinson, who delivered a similar presentation at the
Cleveland Clinic Obesity Summit, explained that obesity has a biochemical basis, and drugs are
best suited to change biochemistry. At least 350 obesity drugs (!) are in the pipeline, and in the
future, drug combinations are expected to be as effective as bariatric surgery is today, without
being nearly as invasive. Today, perhaps the most successful obesity drug combination is
phentermine/fenfluramine (withdrawn), causing ~16% weight loss in one year; however, many
other combinations are being tested and safety is clearly a major question. As new drugs enter the
market, there will be new and more efficacious possibilities for weight loss – again, see Novo
Nordisk and Amylin data discussed earlier this issue.

•

Another takeaway was that obesity treatments need to be personalized, and it is
important to set realistic weight-loss goals for patients. Dr. Donald Schumacher
emphasized that a reasonable weight-loss goal for patients is 5% to 10% of body weight, and
patients need to understand that the primary reason for intervention is health, not cosmetic.

•

We also heard a lot about improving the success of lifestyle modification, the base of
the so-called obesity treatment pyramid (drugs are above lifestyle, and bariatric surgery –
the most effective and most invasive therapy – is at the top of the pyramid). Dr. Thomas A.
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Wadden encouraged the use of face-to-face and telephone-based lifestyle interventions, but not
Internet-based interventions because they have not shown the same success. Success increases
with longer duration of treatment, structured meal plans, and the addition of medication.
•

One of the more impressive presentations was from Dr. Donald Lloyd-Jones, who
used data from the 20-year CARDIA Study to demonstrate that weight stabilization,
as opposed to baseline BMI, is the most important predictor of changes in risk
factors. This underscores the importance of weight stabilization to lower the incidence of the
metabolic syndrome. Dr. Lloyd-Jones suggested that greater efforts should be tailored toward
weight stabilization as opposed to rapid weight loss, which is usually followed by rapid and even
more pronounced weight gain.

•

There were also two excellent oral sessions about weight loss with pramlintide
(Symlin, Amylin Pharmaceuticals). Dr. Julie Mitchell presented data from a sixweek study indicating that Symlin is satiogenic (hunger reducing), causing a 17%
reduction in calorie consumption of highly palatable food compared to placebo.
Importantly, patients in the Symlin arm of this study reported equal meal enjoyment as the
placebo group. We get that, as we have heard this from those in our patient database on the drug.

•

Additionally, Dr. Steven R. Smith presented data from an extension of a previous
shorter trial, indicating that Symlin provides sustained weight loss beyond that
achieved with lifestyle alone that is durable to 12 months. The authors of the study also
showed that the extent of initial weight loss following Symlin treatment may predict longer-term
weight loss on the drug – an expected but important finding nonetheless. Notably, the side-effect
profile looked better than we might have expected - the incidence of nausea was less than 9% in
the Symlin group and 0% in the placebo-controlled group. That said, the dropout rate was 26% in
the Symlin group and 37% in the placebo group, perhaps indicating this group doesn’t like to take
shots or at least that the weight lost hadn’t reached a threshold necessary to keep taking shots. At
the end of the 12-month study, twice the percentage of patients in the Symlin group compared to
the placebo arm dropped 2% of their weight compared to the placebo group. Further
investigations of pramlintide as a weight-loss agent are warranted –the 2% may be more striking
when used in combination with other compounds.

•

Merck held its very first symposium about CB1 inhibition at the meeting.
Approximately 400 people were present (about twice as many as were present for the SanofiAventis session on rimonabant – no surprises, Merck has this down). During the well-executed
symposium, taranabant was characterized as a next-generation treatment with high efficacy and
tolerability. We found it somewhat ironic that it was described as next-generation even though
Merck hasn’t yet had a first generation out, nor has any company in the US. Clever. Very Merck.
Within this presentation, Dr. George Bray referenced phase 2 data and mentioned a 20%
reduction in appetite and about a 10% weight loss with Merck’s CB1 receptor antagonist
candidate, taranabant (MK-0364). Taranabant is in phase 3 (it advanced in late 2006), but no
phase 3 data have been shown yet. We assume Merck’s plan would be to create a combination pill
with Januvia/Janumet or to encourage combination use between the two; this potential will likely
depend on perceived safety. Dr. Bray explained in his talk that ECS system activity is “increased”
in people who are obese, and this abnormality is not reversible with weight loss (i.e., the
endocannabinoid system is one of the body’s many counterregulatory systems that promotes
weight regain). Dr. Bray was asked to discuss the issue of CB1 antagonists and depression. His
response was relatively vague - he explained that any drug that involved chemicals in the brain
would have an effect on mood, and the depression associated with rimonabant is likely a class
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effect of CB1 drugs. However, the severity of the effect could be different with different receptors
and different drugs, and the mechanisms are not known at the current time.
•

There was a lot of exciting basic research presented on the final day of the meeting.
Dr. Richard Bergman discussed a possible underlying cause of the metabolic syndrome. He
proposed that increased pulsatile free fatty acid secretion at night from the mesenteric (omental)
fat depot (a small region within the visceral fat) is highly responsible for insulin resistance.
Interestingly, the CB1 inhibitor rimonabant may enhance insulin sensitivity before it affects fat
distribution or body weight. In two weeks of treatment with rimonabant in dogs, insulin
sensitivity was nearly normalized. Dr. Bergman suggested that rimonabant might be affecting free
fatty acid release from the omental fat depot by changing the input this fat depot receives from
the central nervous system. Clearly the leap to humans must be taken and proven.

•

Finally, we heard another excellent, impassioned presentation from Dr. Louis
Aronne, who urged health care providers to take a personalized, problem-solving
approach to treating obesity. In particular, he highlighted the importance of screening for
sleep apnea because patients have a lot of difficulty losing weight if they have sleep apnea. Sleep
apnea is often misdiagnosed as depression, and patients are put on anti-depressants that make
them gain weight, worsening their condition.

•

Dr. Aronne also emphasized the importance of taking patients off drugs that cause
weight gain, and he basically called for doctors to take patients off SFUs and TZDs and to go
onto metformin, DPP-4 inhibitors, or exenatide (Byetta) when possible. He said the current
obesity epidemic is fueled by patients taking weight-positive drugs for a wide number of diseases
and that the Metabolic Support Network is creating a set of online tools to help inform health care
providers about what drugs cause weight gain. Dr. Aronne also expressed his view that
combination therapy is going to greatly improve efficacy in the future, and mentioned several
combination therapies that are currently in development including Qnexa (Vivus), Contrave
(Orexigen) and others. Qnexa causes 11.4 kg (25 pounds) of weight loss in 24 weeks.
—by Mark Yarchoan and Jenny Jin

7. Literature Review: Exenatide Substitution for Insulin
In the November issue of Diabetes Care in an article entitled “Exploring the Substitution of Exenatide for
Insulin in Patients With Type 2 Diabetes Treated with Insulin in Combination With Oral Antidiabetes
Agents,” Dr. Stephen Davis and colleagues present the results of a short, 16 week, open-label,
randomized, controlled trial evaluating the efficacy of the incretin mimetic exenatide (Byetta,
Amylin/Lilly) as a substitute for insulin in 49 patients with type 2 diabetes. All the patients in this trial
had received previous insulin therapy for at least three months and were taking oral anti-diabetes
medications. Patients were either randomized to remain on insulin (N = 16) or to switch from insulin to
exenatide (N = 33). The study was designed as a non-inferiority trial with treatment success defined as
stable A1c levels (change in A1c less than 0.5%) in > 60% of the study participants. The findings indicate
that while many patients can maintain stable glycemic control when switching from insulin to exenatide
(62%), a number of patients (38%) experienced significantly deteriorating glycemic control. This was
not too surprising since the starting A1c of all patients was ~8.1-8.3%. Many health care professionals
(HCPs) believe that not enough diabetes patients are on insulin therapy (even though on the other hand
many other HCPs contribute to delayed insulin initiation), and this study confirms that at a minimum,
patients on insulin may consider supplementing, but not replacing, insulin therapy with Byetta. While
we would expect exenatide to continue to delay the use of insulin, this study also certainly suggests that
it is no replacement for insulin therapy for patients who have little remaining beta cell function.
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•

This 16 week, open-label, randomized, controlled trial examined the efficacy of
substituting the incretin mimetic exenatide (Byetta, Amylin/Lilly) for insulin in 49
patients with type 2 diabetes. Two thirds of the patients were randomized to switch from
insulin to exenatide (N = 33), and the remaining patients continued on insulin (N = 16). All
patients included in the trial had been receiving insulin therapy in addition to oral anti-diabetes
agents (metformin with or without a sulfonylurea) for at least three months prior to study
enrollment. Furthermore, all enrolled patients were required to have A1c values less than 10.5%,
and BMIs between 27 and 40; patients were excluded if they had had an episode of severe
hypoglycemia within the past six months, or if they were using weight loss medication. Patients
who had previously received incretin mimetic therapy were also excluded.

•

Insulin dosing was not optimized in patients randomized to continue on insulin.
Insulin therapies remained at baseline throughout the trial despite inadequate glycemic control.
Exenatide was titrated during the trial from 5 µg twice per day during the first four weeks to 10 µg
twice per day (maximum exenatide dosing) for the final 12 weeks.

•

Overall both treatment groups were well matched for age, BMI, disease severity,
and disease duration. The average age in the exenatide treatment group was 54 years
compared to 52 years in the insulin treatment group. The average BMI was high in both groups
(33 for exenatide compared to 35 for insulin), as was the average A1c (8.0% compared to 8.3%).
The average study subject had had diabetes for more than ten years (10.4 years for exenatide
versus 11.9 for insulin) and had been receiving insulin for three years.

•

A wide range of insulin regimens were used by the patients in this trial. Most of the
patients received insulin mixtures; however, NPH insulin, insulin glargine (Levemir, Novo
Nordisk), and combination insulin therapies were also used. Patients who discontinued insulin
therapy were typically receiving insulin glargine or insulin mixtures prior to study onset.

•

The primary endpoint of the trial was to demonstrate non-inferiority of treatment
in >60% of the patients randomized to switch from insulin to exenatide. Noninferiority was defined as an increase in A1c of less than 0.5%. Patients were considered to have
achieved this endpoint if they were within these limits at the time of study conclusion or of study
withdrawal (provided that they did not discontinue due to deteriorating glycemic control).

•

Changes in body weight and self-monitored blood glucose profiles served as
secondary endpoints. Weight was measured at study onset and at weeks 2, 4, 8, and 16. At this
same intervals patients were asked to provide five-point self-monitored blood glucose profiles.

•

At the end of 16 weeks, 62% of the patients randomized to switch to exenatide met
the predefined criteria for demonstrating non-inferiority of care; however, 38% of
patients exhibited deteriorating glycemic control leading five to withdraw from the
study. In comparison, 82% of patients maintained on insulin experienced stable A1c levels. The
average change in A1c was +0.3% in the exenatide treatment group, compared to –0.1% in the
insulin treatment group (a non-significant difference). We wonder if the exenatide patients who
had stable A1c levels were more adherent; there were no data about this in the study. Four of the
eighteen exenatide-treated patients who experienced stable A1c levels withdrew from the study
after eight weeks, three for unspecified reasons, and one due to nausea.

•

Gastrointestinal adverse events were relatively common in this study and were
associated with exenatide treatment. The most common gastrointestinal adverse event in
the exenatide treatment group was nausea, which was experienced by 48.5% of patients,
compared to 12.5% in the insulin maintenance group. The incidence of hypoglycemia was between
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38-39% for both treatment groups; however the rate of hypoglycemia was higher in the exenatidetreatment group (1.72 events/patient-year) than in the insulin maintenance group (0.97
events/patient-year). One patient treated with a sulfonylurea and exenatide experienced three
severe hypoglycemic episodes, though no episodes of hypoglycemia requiring hospitalization were
reported in either treatment group. In addition, one patient treated with exenatide was
withdrawn after experiencing chest pain associated with severe hyperglycemia.
•

In our view, it is difficult to make blanket statements about whether exenatide is an
appropriate substitute for insulin therapy. We believe exenatide should continue to be
viewed as an effective prelude to or supplement to insulin therapy, but not as a replacement for
insulin for those who are very advanced in their disease and have little or no beta cell function or
a high A1c. In other words, it’s not a replacement for insulin – although for those for whom
adherence to insulin is difficult due to hypoglycemia or weight gain, and who still have substantial
beta cell function, exenatide may be a therapy that works better, due to improved adherence
stemming from no hypoglycemia, no perceived hypoglycemia, and weight loss rather than weight
gain. Indeed, the trial showed that there was a group of patients for whom exenatide treatment
may be equivalent to insulin therapy; however, a number of patients also lost glycemic control
subsequent to switching therapies, and unless there is a way to identify these patients ahead of
time, substituting medications may subject patients to unnecessary risk stemming from A1c
increases. We believe patients in general need to find more alternatives that are acceptable
therapies and that they need to begin therapy sooner – and move to combination therapy sooner.
We also strongly believe insulin initiation would improve if patients had more access to education
– diabetes educators and doctors. The fact that our system “values” the doctors who spend the
least amount of time with patients is unfortunate indeed – as is the reimbursement system in the
US that devalues education so greatly.
—by Michael Dugan, Mark Yarchoan, and Kelly Close

8. Conference Preview: ADA Annual Advanced Postgraduate Course
February 1-3, 2008 • San Francisco, CA • www.wynjade.com/adapg08
It may seem far away, but we’re already looking forward to the American Diabetes Association (ADA)
55th Annual Advanced Postgraduate Course, which will be held from February 1 - 3, 2008 in our very
own San Francisco, CA. This meeting is aimed at healthcare professionals who care for patients with
diabetes and complications related to diabetes, and the meeting has always been very useful for
understanding what clinicians are currently thinking. Like last year, most of the lectures are very
clinically-focused, and we're looking forward to hearing about which therapies have gained or waned in
the eyes of healthcare professionals. Below are some of the sessions we're particularly excited about –
we hope to see you here!
•

In line with the meeting’s focus on clinical practice, the opening session is devoted
to clinical updates. The session will feature a lecture about TZDs by Dr. Robert E. Ratner of the
MedStar Research Institute, designed to help clinicians evaluate the real risks and benefits of the
class of drugs. This should be interesting – Dr. Ratner is always an engaging speaker who doesn’t
hold back on his real opinions. Because many of the people who attend ADA Postgrad do not
attend other diabetes conferences, we’re looking forward to hearing about how most clinicians
have responded to the recent black box warnings on Avandia. Within the same session, Dr.
Donald R. Coustan of the Womens and Infants Hospital in Providence, Rhode Island, will discuss
the Hyperglycemia and Adverse Pregnancy Outcome (HAPO) Study and its implications for
clinical care. The Clinical Updates session will close with an intriguing session about the drug
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approval process by Dr. Scott Gottlieb, who is representing the American Enterprise Institute
(AEI). The AEI is a not-for-profit institution that promotes limited government and private
enterprise. This is not the type of organization that tends to be supportive of the FDA, and we're
curious to hear what Dr. Gottlieb will have to say about the FDA in light of its current state of high
caution.
•

On Saturday morning, there will be two parallel tracks on the topics of patient
education and new strategies. In what is sure to be a lively discussion in the “new strategies”
track, Drs. Michael A. Brownlee and Eric Kilpatrick will debate about whether glycemic variability
is important measure of risk above average blood glucose alone. Based on their highly publicized
views on the topic, it is safe to assume that Dr. Brownlee will argue “yes,” and Dr. Kilpatrick will
argue “no.” Dr. Kilpatrick spoke very strongly in a similar debate at the ADA Scientific Sessions
this year, and we’re eager to hear his and Dr. Brownlee’s current thinking at ADA Postgrad. Dr.
Kilpatrick is from the FRCPATH, Hull Royal Infirmary in the United Kingdom, and Dr. Brownlee
is from Albert Einstein College of Medicine in New York. There will also be two fascinating
lectures on continuous glucose monitoring (CGM) in the “new strategies” track. Dr. Howard A.
Wolpert of the Joslin Diabetes Center will discuss the value of CGM, and Dr. Aaron Kowalski from
the JDRF will discuss the prospects of closing the loop.

•

Later in the afternoon on Saturday, Dr. Irl B. Hirsch will be speaking on “managing
the ‘brittle’ patient” within the “meet the experts” session. Dr. Hirsch always gives
incisive talks and we’re sure this will be no exception. We’ll be sure to line up early for Q&A.

•

The conference ends midday on Sunday, but don’t even think about leaving early
because Sunday morning features an impressive lineup of speakers. Early in the
morning, there will be a debate on whether insulin should be used earlier in type 2 diabetes. Dr.
Martin Abrahamson of the Joslin Diabetes Center will be arguing “yes,” while Dr. Barry J.
Goldstein, of Thomas Jefferson University in Philadelphia, Pennsylvania will be taking a more
hedged position of “not necessarily.” Later in the morning, former ADA head Dr. John B. Buse
will speak on the use of incretin mimetics and enhancers. That one is not to be missed.

•

Closing the session, Dr. Richard Kahn of the ADA will speak on the Upcoming A1c
Change. We found Dr. Kahn’s talk at the Diabetes Technology Meeting surprising and
demoralizing. During his talk, he underscored the need for greater health insurance cost restraint,
and by extension he implied, from our perspective, that fewer technologies such as insulin pumps
and CGM should be reimbursed by payors. Whether or not you agree with the views of Dr. Kahn,
he certainly can be an engaging and persuasive speaker and we hope in this talk he will clarify the
upcoming A1c changes and the ADA’s involvement in setting new and clearer A1c standards.
—by Mark Yarchoan and Kelly Close

9. Diabetes Comings and Goings
•

Dennis Kim, from Amylin to Enteromedics, where he is now VP, Medical Affairs, and Chief
Medical Officer.

•

Elixir co-founder, Dr. Leonard "Lenny" Guarente, left Elixir. He is now co-chair of rival Sirtris
Pharmaceuticals, of its scientific advisory board.

•

Ernie Costello has joined Insulet as head of the West Region Sales. He was previously at Abbott
Diabetes Care and TheraSense.
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•

Joel Goldsmith recently joined Abbott Diabetes Care as Director of Global Marketing in the
Intensive Diabetes Management group. He was previously at Medtronic and at Stanford
University in the Biodesign Program as an Innovation Fellow.

•

Jessica Ching recently joined Abbott Diabetes Care as a Director of Worldwide Strategic
Marketing in the Intensive Diabetes Management group. She was previously at Dex Com.

•

Gerard Michels has moved to Biodel, where he will be VP of Corporate Development and
Treasurer. Mr. Michel was previously at NPS Pharmaceuticals.

•

Former star CFO of MiniMed, Kevin Sayer, has joined the board of directors of DexCom.

10.

Close Concerns Market Index and Final Thoughts

It’s been a rough month in the market since our last DCU – here’s hoping December and 2008 will be
better! Notably, Novo Nordisk and DexCom were the only stocks showing positive movement in the last
four weeks. Since the start of the year, Novo Nordisk is up nearly 50% - now that’s movement! We aren’t
surprised given its global prospects. Back next time and in the meantime, stay well.
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10.56

(19%)

16.16

(47%)

17.90

(52%)

14

(39%)

859.81M

PODD

24.04

25.15

(4%)

-

-

-

-

15

60%

635.38M

SIRT

17.06

17.21

(1%)

-

-

-

-

10

71%

489.61M

OREX

15.57

16.38

(5%)

-

-

-

-

12

30%

418.99M

BIOD

16.12

16.25

(1%)

-

-

-

-

15

7%

324.99M

DXCM

9.04

8.84

2%

9.88

(9%)

10.48

(14%)

12

(25%)

255.71M

HDIX

7.50

9.32

(20%)

10.61

(29%)

11.80

(36%)

12

(38%)

135.10M

ETRM

8.00

-

-

-

-

-

-

8

0%

132.92M

Diabetes Close Up is a newsletter distributed eleven times per year highlighting notable information and
events related to the business of diabetes. Subscription information can be found on our website
www.closeconcerns.com. This newsletter is put forth as an unbiased commentary on the industry and is
not meant to serve as a recommendation to buy or sell (or hold!) any stocks. Companies that are current
clients of Close Concerns’ advisory arm include Abbott, Amylin, Bayer, Becton Dickinson, Insulet,
Johnson & Johnson, Medtronic, Novo Nordisk, Roche and a number of private companies.
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