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A reporter recently asked me to name the biggest advances in diabetes care in the past decade. My mind
immediately went to the huge breakthroughs, such as the debut of incretins. But then I reconsidered.
Yes, those breakthroughs were huge, but I also believe that significant advances have more frequently
been under the radar – iterative and gradual, but still transformative.
A good example is continuous glucose monitoring, which has delivered a completely new way of
managing diabetes. But the first generation was buggy, and it has taken a decade of new hardware and
algorithms for the technology to get where it is today: still imperfect, but also an emphatic positive for
thousands of people with diabetes. The year-end results from Dexcom alone show how the field has
grown – with revenue having grown five-fold in the last three years – and Medtronic’s fiscal year
results for CGM, out shortly, will likely show major growth as well. Behind the sales data, however, is
the improved user experience. This was most powerfully brought home to us at the recent Clinical
Diabetes Technology Meeting in Philadelphia, where a panel of seven patients shared their experiences
with CGM (see inside for specifics). The range of comments, both positive and negative, reflects a major
shift from half a decade ago, when using the technology required considerable work and money. Despite
calls for improvement, most of the panelists emphasized that CGM worked well. Moreover, the panelists
weren’t all early adopters or data devotees; they weren’t even necessarily people who had put a high
priority on diabetes management. Slowly but surely, CGM is going mainstream.
The Holy Grail for devices remains the artificial pancreas (AP), and interest has grown ever stronger
over the five years since Dr. Aaron Kowalski, Dr. Richard Insel, and Jeffrey Brewer launched JDRF’s AP
Project. Dr. Kowalski and others have outlined the discrete steps toward this goal, but these milestones
don’t tell the full story of ongoing progress – even on the monitoring side alone. The past several months
have brought the launches of Medtronic’s Mac-OS-compatible CareLink Personal 5.4 software and the
analytics-driven CareLink Professional 3.0 (which we’ll test-drive in the June issue of our patient
newsletter diaTribe), the publication of 12-hour feasibility data from a new CGM coming to market,
excellent news on pediatric CGM reimbursement from Washington State, and a recent poster on sevenday use of Bayer’s new CGM, which we highlight in this issue’s Conference Pearls. Ten years from now,
we will look back at the early CGMs the way we look back at the early insulin pumps from 30 years ago
– they were the size of huge backpacks, then another decade in, the size of bulky walkie-talkies – and
realize that collectively the incremental gains represented huge advancements.
The importance of gradual change extends to pharmaceuticals as well. While we were surprised that
Amylin/Lilly/Alkermes’ Bydureon did not meet efficacy expectations against Victoza in DURATION-6,
and while we wait for further word on this data, its once-weekly dosing still represents a major advance
for patients, as does the vastly improved side effect profile. When it’s in its next-gen pen form, we think
the interest in GLP-1 will increase further quite dramatically. Meanwhile, Novo Nordisk’s Degludec will
likely carry less risk of hypoglycemia, and the phase 3 program for co-formulation with Victoza – the
first basal insulin/GLP-1 combination to make it this far – is set to begin in May.

We still hope for breakthroughs that will revolutionize diabetes care, but don't despair if those headlines
are far and few between. Instead, celebrate – and strive for – the baby steps. As any parent knows, they
are small miracles themselves, and they promise better things to come.
A mighty thank you, as a final note, from many patients like me who are thankful for the small and big
miracles alike.
Yours,

Kelly L. Close
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Videos
This issue, we highlight Beyonce’s Move Your Body video created as part of Michelle Obama’s campaign to
reduce childhood obesity:
•

http://www.youtube.com/watch?v=mYP4MgxDV2U

Coming soon in DCU…
We’ll report on our travels to the 18th European Congress on Obesity in Istanbul and the 1st Asia Pacific
Congress on Controversies to Consensus in Diabetes, Obesity, and Hypertension (CODHy) in Shanghai.
We will also include our coverage of the 1Q11 earnings season in DCU #107, our final issue before ADA
2011.
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1. Quotable Quotes in Diabetes
On Prediabetes
“I think that we do have to look at treating dysglycemia, instead of focusing on the cutoff for diabetes we
have today.”
— Paul Zimmet, MD, PhD (Baker IDI Heart and Diabetes Research Institute, Melbourne, Australia),
discussing prediabetes at the 4th International Congress on Prediabetes and the Metabolic Syndrome held
in Madrid, Spain.
On Bariatric Surgery
“There is an awful lot more we need to learn about the physiology and the way these operations work.”
— Frank Greenway, MD (Pennington Biomedical Research Institute, Baton Rouge, LA), discussing the
potential use of bariatric surgery to treat type 2 diabetes at the 7th Annual Clinical Diabetes Technology
Meeting in Philadelphia.
On the Artificial Pancreas
“The FDA seems to be the major obstacle these days.”
— William Tamborlane, MD (Yale University, New Haven, CT), commenting on the development of an
artificial pancreas at the 7th Annual Clinical Diabetes Technology Meeting in Philadelphia.
On the Lack of Control
“We focus our therapy on a surrogate of a symptom of the disease. This is why we cannot control the
disease.”
— Andreas Pfutzner, MD, PhD (Institute for Clinical Research and Development, Mainz, Germany),
explaining why current diabetes therapies are limiting in nature.
On Rapid-Acting Insulins
“Our rapid-acting insulins ain’t that rapid.”
— Bruce Buckingham, MD (Stanford University, Stanford, CA), commenting on the need for faster-acting
insulins.
On Reimbursement
“I’ve gotten some approved and some not, often from the same company. Many patients have gone off
insulin, gotten a prescription, and then got back on insulin. There are certainly ways to game the
system.”
— Anthony McCall, MD, PhD (University of Virginia, Charlottesville, VA), on reimbursement for insulin
plus GLP-1 agonists.
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2. diaTribe FingerSticks

— by Daniel A. Belkin
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3. DCU Company Watch
§

Sanofi-aventis – Enters research collaboration with Columbia University to
investigate the role of osteocalcin in diabetes management: On March 25, sanofi-aventis
announced that it has entered a three-year research collaboration with Columbia University
Medical Center (New York, NY) to investigate the role of osteocalcin, a peptide secreted by boneforming cells called osteoblasts, in the management of diabetes. Under the terms of the
agreement, sanofi-aventis will provide funding for research in Dr. Gerard Karsenty’s laboratory at
Columbia; in return, the company will have the option to license and develop patents and other
findings from the research. As background, Dr. Karsenty and his colleagues demonstrated and
published in the journal Cell in 2007 that osteoblasts produce osteocalcin, a hormone involved in
blood glucose regulation and fat deposition. Specifically, osteocalcin causes the beta cells of mice
to secrete more insulin, and it signals mice’s fat cells to release adiponectin, a hormone that
increases insulin sensitivity. These findings provided the first in vivo evidence that the skeleton
plays a role in glucose and metabolic control, effectively opening up a new area of exploration for
diabetes therapies.
The latest in a string of partnerships, this collaboration reaffirms sanofi-aventis’ commitment to
diabetes therapy and its quest to become the premier company in the field. While the company’s
success in diabetes is currently attributable predominantly to Lantus sales, sanofi-aventis has
aggressively pursued a number of agreements in the past year including AgaMatrix, CureDM,
Metabolex, JDRF, Ascendis, Genfit, Harvard University, and now Columbia University that aim to
broaden the company’s reach in diabetes.

§

XOMA – Doesn’t meet primary endpoint in XOMA 052 phase 2b trial: In a March 22
call led by XOMA CEO Steve Engle, the company announced that the six-month phase 2b study of
XOMA 052 in type 2 diabetes patients did not meet the primary endpoint of A1c reduction. As a
reminder, XOMA 052 is the company’s anti-inflammatory IL-1 beta inhibitor. The study enrolled
421 patients with type 2 diabetes for a mean duration of six years, and A1c between 6.8% and 10%
on metformin therapy. Patients were randomized to receive one of four doses of XOMA 052 or
placebo for six months (dosed subcutaneously, once-monthly). The primary endpoint of the study
was the change in A1c from baseline in the XOMA 052 group compared to placebo after six
months; none of the four doses tested demonstrated significant improvements in A1c. While the
mean baseline A1c levels were provided (7.8% for XOMA 052-treated patients and 7.7% for
placebo), details on the change in A1c were not disclosed. We certainly sympathize with
management that this is quite a low starting A1c and therefore relatively difficult to show
significant change. Management stressed that the company would need to consult with Servier
and conduct additional analyses (formal and ad hoc) as well as complete the phase 2a trial before
making any final decision on the future of the type 2 diabetes program for XOMA 052. This
decision will presumably guide further testing in type 1 as well. Nevertheless, this is the second set
of phase 2 data to show disappointing results for XOMA 052. In January, XOMA presented
underwhelming interim data from a single-site, single-dose phase 2a study conducted in Mexico.
On the safety front, the company disclosed only that no drug-related serious adverse events (AE)
occurred and that the most common AE was upper respiratory infections
This is certainly negative news for Servier, which entered into a partnership with XOMA ($35
million upfront) to fund all future development of XOMA 052 for diabetes and CV indications, in
exchange for worldwide rights to the commercialization for these indications. That said, the
upfront investment was on the lower side, reflecting the risk. We are especially disappointed
because this drug has potentially dramatic adherence benefits given its once-monthly dosing
capability, as well as potential CV benefits (e.g., highly statistically significant reductions in CDiabetes Close Up #106 ~ March/April 2011 ~ Baby Steps ~ www.closeconcerns.com
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reactive protein). Management did say that Servier plans to initiate phase 2 studies for
“cardiovascular indications” of XOMA 052 in 2012, and indeed of late the industry has been
focused on the costs of CVD complications.
While characterizing the negative results of XOMA 052 as a class effect is currently premature, Eli
Lilly’s announced during its 1Q11 earnings call that it is no longer pursuing its IL-1b antibody
LY2189102 as a treatment for diabetes and will take the therapy back to phase 1 to pursue a
cardiovascular disease indication instead. Another IL-1 antibody, Novartis’ canakinumab ,
completed phase 2 studies for the treatment of type 2 diabetes in late 2010. Canakinumab
(currently marketed as Ilaris for the treatment of Cryopyrin-Associated Periodic Syndrome
[CAPS]) was tested in a four-month phase 2/3 study (n=552), in which patients were randomized
to receive one of four doses of canakinumab or placebo, dosed once monthly. Novartis is also
conducting a one-to-two-year extension study of this phase 2/3 study at the originally selected
dose. We look forward to the results of these studies as well as further information on XOMA 052
(which is expected to be collected by 2Q11).
On March 10 CEO Steven Engle led XOMA’s 4Q10 financial update. The company ended 2010
with $37.3 million in cash and cash equivalents, compared to $23.9 million at the end of 2009.
Given Servier’s upfront payments of $35 million in January, we’d estimate XOMA to have current
cash and cash equivalents in the ballpark of $70 million.
§

Washington State – Preserves SMBG reimbursement, introduces CGM coverage for
children with severe hypoglycemia: On March 18 in Seattle, an 11-person Health
Technology Assessment Committee voted on the Washington State’s Medicare and state worker
coverage for blood glucose monitoring, as well as coverage for continuous glucose monitoring
(CGM) reimbursement for children 18 and under with diabetes. The state program attracts
considerable attention and controversy because its process of deciding what health expenses
should be covered are open to the public and explicitly consider cost in addition to effectiveness
and safety, similar to Britain’s National Institute for Health and Clinical Excellence (NICE). At
risk was not only reimbursement for pediatric patients in Washington State but the creation of a
dangerous precedent for other states in their reimbursement of diabetes management supplies.
Many had feared that funding for self-monitoring blood glucose (SMBG) would be significantly
restricted, but the committee’s decision actually expanded coverage for home glucose monitoring
– a signature victory for the importance of SMBG. Notably, the committee also voted to pay for
CGM for children experiencing severe hypoglycemia, defined as needing the help of another.
Previously, no coverage was provided for pediatric CGM. This suggests that CGM is slowly gaining
acceptance as a valuable tool for patients. That this vote occurred in the Pacific Northwest, where
reimbursements are notoriously restrictive, is all the more impressive.

§

Novo Nordisk – Receives regulatory approval for Victoza in China sooner than
expected; launch planned for 2H11: On March 18, Novo Nordisk announced that the
Chinese State Food and Drug Administration (SFDA) has approved Victoza (liraglutide 1.2 and
1.8 mg) for the treatment of type 2 diabetes. The decision had been expected in the second half of
2011. The agency approved Victoza as an add-on therapy to metformin or sulfonylureas (of the 1214 million individuals on oral agents in China, approximately 7-8 million are estimated to be
using either metformin or sulfonylureas). In addition, Novo Nordisk has received approval of a
pre-filled pen for Victoza in the region: a major positive, given that its titration feature can reduce
nausea. Novo Nordisk is planning to launch the drug in China during 2H11. On the competitive
front, Eli Lilly introduced Byetta in China in late August 2009. The indication for Byetta differs
only in the number of oral agents allowed in combination therapy: Byetta can be combined with
one or two oral anti-diabetics (OADs) (sulfonylurea and/or metformin), whereas Victoza can be
Diabetes Close Up #106 ~ March/April 2011 ~ Baby Steps ~ www.closeconcerns.com

9

combined with one OAD (sulfonylurea or metformin). We have heard estimates that roughly
1,000 patients are using Byetta in China but exact figures are unknown. As we understand it, Eli
Lilly initiated a sampling program in China in 2010.
Obtaining reimbursement in China is complex but important to achieve widespread adoption: the
three main groups of insurance include rural insurance, urban insurance, and private insurance.
Since private insurance plans cover a very small fraction of the market and rural insurance is
covered under the essential drug list (EDL), which includes only necessary medications (and is
unlikely to include Victoza), urban insurance is Novo Nordisk’s primary target. Urban insurance
is covered under the National Reimbursement Drug List (NRDL) and the Provincial
Reimbursement Drug list (PRDL); the NRDL will be updated in 2013 and PRDLs will be updated
in 2014 (subsequent to the NRDL update). Therefore, Novo Nordisk hopes to secure
reimbursement in key markets by 2014; key markets include the 50 largest cities and the 1,000
largest hospitals. By comparison, Byetta was recently listed in the provincial reimbursement list
in nine (out of 31) provinces after approximately one-and-a-half years on the market.
Novo Nordisk has continued to dedicate significant resources to expand its presence in China,
which represents the company’s number-two market for diabetes in 2010 – this has grown
significantly over the last several years and the company’s leadership there is in large part related
to its R&D and manufacturing commitments. In November, Novo Nordisk announced that it will
invest $100 million to double the size of its R&D center in China in the next three to five years.
The company is specifically eager to grow the GLP-1 class in China, given the widely cited NEJM
piece by Dr. Wenying Yang and colleagues in March 2010 that estimated a 9.7% diabetes
prevalence, a stark increase from estimates of 5.5% in 2001 and 2.5% in 1994. In light of these
estimates and projections that the prevalence will increase by over 20% in the next five years, we
are eager to hear updates on all activities in this region, particularly efforts focused on increasing
awareness, since Yang and colleagues estimated that roughly 60% of the diabetes patients in
China are undiagnosed.
§

Genfit – Enters collaboration with sanofi-aventis to research and develop molecules
aiming to correct mitochondrial dysfunction: On March 18, Genfit announced that it has
entered a collaboration with sanofi-aventis to research and develop molecules to correct the
mitochondrial dysfunction associated with numerous conditions, including diabetes and obesity.
Under the terms of the agreement, Genfit will receive annual funding for research, total milestone
payments of up to $54.5 million, and royalties from future product sales from sanofi-aventis;
meanwhile, sanofi-aventis will have exclusive worldwide rights to develop and commercialize
molecules resulting from the collaboration.
As a reminder, Genfit and sanofi-aventis are currently partnered for the development of AVE0897
and SAVX1, selective PPAR modulators (SPPARMs) currently in phase 1 and preclinical studies,
respectively. In addition, Genfit has a number of other diabetes drug candidates in development.
The company’s lead candidate GFT505, a SPPARM (a, d), is currently in its phase 2 program. As
background, GFT 505 was shown to improve triglyceride and HDL profiles in patients with
prediabetes in a 28-day phase 2 study (n=97). More recently, in December 2010 Genfit initiated a
12-week phase 2 trial investigating the efficacy and safety of 80mg GFT505 in patients with type 2
diabetes (n=120); the study is expected to complete in June. In January, the company began an
eight-week phase 2 pilot study evaluating the efficacy and safety of 80mg GFT505 in patients with
insulin resistance and abdominal obesity (n=20), expected to complete in September. We look
forward to seeing longer-term data for this drug, which should be much more informative than
the data currently available.
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§

EMA – Initiates evaluation of pioglitazone and its potential bladder cancer risk: On
March 18, the European Medicines Agency announced that it has initiated a formal review of the
risk/benefit profile of pioglitazone, following an increased number of spontaneous reports of
bladder cancer with use of the medication. Since the EMA granted pioglitazone its first marketing
authorization in 2000, the drug’s potential bladder cancer risk has been under close watch.
Takeda is currently in the middle of a ten-year observational study investigating pioglitazone and
bladder cancer risk. Five-year interim data from the study showed that the incidence of bladder
cancer was not significantly higher for individuals treated with pioglitazone (aggregating all doses
and all durations) compared to those who never used pioglitazone. However, bladder cancer risk
did increase with dose and duration of pioglitazone use; those who were on the medication for
two or more years had statistically significantly higher bladder cancer risk versus comparators. In
addition, patients on pioglitazone in the PROactive study and patients in a three-year liver safety
study experienced higher rates of bladder cancer versus comparators, while in preclinical
carcinogenicity studies, bladder tumors were observed in male rats receiving pioglitazone at levels
comparable to therapeutics doses in humans. Based on this evidence and increased spontaneous
reports of bladder cancer, the EMA has decided to launch a formal review of all available data for
pioglitazone to reassess its risk/benefit profile, focusing on bladder cancer risk. As a reminder, in
September 2010 the FDA announced the launch of a similar investigation; the agency has yet to
conclude whether pioglitazone increases the risk of bladder cancer. In September the FDA stated
that it would “update the public in several months when the review is complete or earlier should
additional data become available”: however, to date, the agency has not provided any additional
updates.

§

Amylin/Takeda – Suspend an ongoing phase 2 study for pramlintide/metreleptin
due to an antibody finding: In another piece of negative news for the obesity field,
Amylin/Takeda announced on March 16 that they have suspended an ongoing phase 2 study of
pramlintide/metreleptin for the treatment of obesity after the they uncovered an “antibodyrelated” lab finding that was associated with metreleptin. The finding was based on samples from
two patients who were enrolled in a previously completed dose-ranging phase 2 study
(clinicaltrials.gov ID: NCT00673387). Interestingly, this study was completed over two years ago
(February 2009). The dose and exposure to metreleptin in these two patients has not been
disclosed; however, we assume they were in the metreleptin-only treatment arm of the study
(receiving the unspecified “high” dose of metreleptin). While the clinical relevance of these
findings is currently unknown, the company plans to fully investigate this issue before restarting
clinical studies. As we understand the situation, these findings suggest a potential for neutralizing
antibodies in response to metreleptin treatment. While an antibody response to drugs can have a
range of effects (from no effect at all to serious safety issues), neutralizing antibodies are known
to decrease (or “neutralize”) drug efficacy. We assume Amylin will be looking closely to ensure
that these antibodies were not associated with any safety issues, such as cross-reactivity with
endogenous molecules, hypersensitivity reactions, or immune complex deposition within the
kidney. This is disappointing news for Amylin and Takeda, both of which have experienced
regulatory setbacks in diabetes and obesity recently; hopes for this combination were high (as a
reminder, in early trials, it prompted a 12.7% weight loss). However, despite the setbacks for
pramlintide/metreleptin and Orexigen’s Contrave, Takeda has still invested relatively little in
either candidate beyond upfront payments (Orexigen is responsible for pre-approval development
costs for Contrave, and Amylin is responsible for completing studies through phase 2
development.)
The suspended phase 2 study recently began enrolling patients in January 2011. The study was a
16-week randomized, placebo-controlled study of pramlintide/metreleptin in obese patients
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(clinicaltrials.gov ID: NCT01235741). We understand that 60 patients had been enrolled in this
trial before Amylin/Takeda decided to suspend all clinical activities. The final enrollment of the
study was projected to be approximately 200 patients. We assume this phase 2 study will have to
be re-initiated if this antibody finding is found to be a non-issue; on balance, however, since the
trial was just beginning, a best-case scenario could imply only moderate setbacks. In the
meantime, non-clinical phase-3-enabling activities will continue, including manufacturing scaleup and finalizing a co-formulation of metreleptin and pramlintide (all clinical studies of
pramlintide/metreleptin have involved co-administration of each drug BID [i.e., four injections
per day]). It remains unclear whether these co-formulation studies remain on track to be
completed before the end of 2011. On another positive note, Amylin confirmed that these findings
would not affect the company’s metreleptin program for the treatment of diabetes and/or
hypertriglyceridemia in patients with rare inherited and acquired forms of lipodystrophy.
§

Biodel – Provides additional details on its accelerated development timeline at the
Roth 23rd Annual OC Growth Stock Conference: On March 16, Biodel presented at the
Roth 23rd Annual OC Growth Stock Conference, providing additional details on its accelerated
development timeline for follow-on formulations of Linjeta, its ultra-rapid-acting formulation of
human insulin. (As a reminder, on November 1, 2010, Biodel announced an FDA complete
response letter requesting additional data on Linjeta, including two new phase 3 trials.) On March
14, the company had announced that it has selected two new formulations of recombinant human
insulin (BIOD-105 and BIOD-107) that it will investigate in a double-blind, three-period,
crossover phase 1 study to evaluate their pharmacokinetics (PK), pharmacodynamics (PD), and
tolerability profiles, using Humalog as a comparator. During the study, participants will receive
one subcutaneous injection of each of the three treatments. The company began initiating this
phase 1 PK/PD study (n=18) in late March, and it is expected to report in 3Q11. In addition,
Biodel intends to conduct a pump study with a similar design in parallel, expected to begin in
2Q11 and to report topline data in 4Q11. In the phase 1 PK/PD study, all injections will be
administered as single doses of 0.15 U/kg. If the phase 1 study is successful, the company
anticipates initiating a phase 2 study in 4Q11 (updated from previous guidance of 1H12) in
patients with type 1 diabetes, which would have a study design similar to those of the two future
pivotal studies. Management stated that the phase 2 trial will begin in 4Q11 and will report topline
data in 3Q12, allowing for the initiation of pivotal trials in 4Q12. Importantly, management noted
that the FDA has confirmed that data for the new formulations would be classified as a class 2
resubmission with a six-month review time.

§

J&J – Launches Life First campaign for LifeScan OneTouch BGM: On March 15, J&J
LifeScan introduced Life First, a new campaign for its OneTouch line of blood glucose monitoring
products in North America. The campaign stars B.B. King, the 85-year-old blues legend who was
diagnosed with type 2 diabetes in 1991 and who has been involved in previous OneTouch
campaigns, and Crystal Bowersox, the 25-year-old runner-up in the 2010 season of American
Idol, who has had type 1 diabetes since age six. The emphasis is on successfully managing
diabetes so that patients can, in the words of J&J Diabetes Care Chairman Michel Paul, “put their
life first.” National and regional TV advertisements kicked off on March 15, and the campaign’s
ads (three in English and two in Spanish) will continue to air through 2011. The OneTouch
website has been updated to feature the campaign, with further ads planned to launch online and
in print during the coming months. Life First replaces the company’s previous “More Power to
You” slogan, which will still appear in some print ads during the transition. The launch of the ad
campaign coincided with the ADA’s National Diabetes Alert Day on March 22, when Americans
were encouraged to answer questions on the Diabetes Risk Test and find out whether they are at
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low, moderate, or high risk for type 2 diabetes. We understand that the Life First initiative will
expand with new information, tools, and product launches in the coming months.
§

Tolerx/GSK – Announce disappointing news on DEFEND: Tolerx and GlaxoSmithKline
announced on March 11 that the phase 3 study DEFEND-1 for otelixizumab, an anti-CD3 therapy,
failed to meet its primary efficacy endpoint of change in C-peptide at 12 months post-treatment in
people with recent onset type 1 diabetes. While a preliminary analysis did not reveal unexpected
safety concerns, we understand that several subgroup analyses are currently being performed to
inform a decision on the next development steps. In response, recruitment for and dosing in the
confirmatory phase 3 study DEFEND-2 has been suspended, although GSK will continue to carry
out a phase 1 trial examining the safety and efficacy of subcutaneous delivery of otelixizumab
(versus intravenous delivery, which has been used in prior otelixizumab trials) in people with type
1 diabetes (clinicaltrials.gov identifier: NCT00946257). GSK has stated that it will explore the
possibility of using alternative dosing regimens as a means to yield improved efficacy results as it
weighs its decision about the future development of otelixizumab. We note that in a phase 2 trial,
a higher dose (46-64 mg) of the candidate drug than was used in DEFEND-1 was found to
significantly preserve C-peptide levels at 18 and 36 months after dosing; however, numerous side
effects were reported with otelixizumab therapy including headaches, nausea, and primary
infection with Epstein-Barr virus (mononucleosis) as well as reactivation of latent virus. A dose
optimization study (TTEDD) later found that a cumulative 3.1 mg dose administered for eight
consecutive days, the dose used in DEFEND-1, could still preserve C-peptide levels at 12 months
after dosing while significantly reducing the incidence of adverse events.
On a related note, MacroGenics/Eli Lilly announced in October 2010 that in phase 3 testing their
anti-CD3 compound teplizumab failed to meet the primary efficacy endpoint of A1c reduction and
change in insulin usage. Along with Roche's recent decision to drop Bayhill's insulin vaccine BHT3021 from its pipeline (although Roche emphasized this was related to resource constraints),
these setbacks for immune-modulating cure targeted therapies highlight, in our view, the still
incomplete understanding of the immune processes involved in the development of type 1
diabetes. These results may also suggest that a combination of immune-modulating therapies that
target different aspects of the immune system may, if well tolerated, be more effective in halting
beta cell attack than any one therapy alone. Still, in the case of Tolerx, we are hopeful that the
question of dosing will be an important factor to explore and that additional data from DEFEND1 will provide greater insight into the efficacy, safety, and future of otelixizumab.

§

Arena – Initiating numerous studies to support resubmission; awaiting feedback
from FDA on additional study protocols: On March 11, CEO Jack Lief led the Arena 4Q10
financial update. Notably, Arena is still hoping to resubmit their weight-loss drug lorcaserin
(trade name Lorqess) to the FDA before the end of 2011 (pending favorable and timely interim
reviews by the FDA as well as positive results from the numerous studies required for
resubmission). The company has submitted protocols to the FDA for the studies designed to
determine the mechanism for lorcaserin-emergent mammary adenocarcinoma (with a duration of
three months or shorter). Specifically, the FDA has suggested several experimental approaches to
test the company’s prolactin hypothesis, such as measuring circulating prolactin in rats treated
with lorcaserin and examining mammary tissue for evidence of prolactin hyperstimulation. The
company is currently awaiting FDA feedback on these protocols. Arena continues to “consider” a
12-month carcinogenicity study in female rats to determine if transient prolactin elevation (from
short-term exposure to lorcaserin) can cause the development of mammary tumors; however,
these plans will be finalized only after the FDA provides feedback on the shorter-term studies, as
such a study would represent a significant delay. The company has also initiated or is “about to
commence” several other studies, including the readjudication of mammary masses, clinical
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trials to collect cerebrospinal fluid, and further assessments of receptor pharmacology and abuse
pharmacology. On the partnership front, management emphasized Eisai’s involvement in
preparing the resubmission package. As a reminder, Arena and Eisai are equally responsible for
pre-approval development, in contrast with the Orexigen/Takeda deal that leaves Orexigen solely
responsible for pre-approval development.
Arena also plans to submit a Marketing Authorization Application (MAA) for approval in the EU
in 2012, after submitting lorcaserin to the FDA. The MAA will include new data and analyses
generated to address the FDA’s complete response letter. As a reminder, the company expects to
commercialize lorcaserin in the EU in partnership with another pharmaceutical company. Finally,
on the financial front, Arena had cash and cash equivalents of $150.7 million at December 31,
2010 (in line with previous guidance for approximately $150 million), compared to $176.5 million
on September 30, 2010 and $118.5 million on June 30, 2010.
§

Orexigen – Preparing for upcoming FDA meeting on CV outcomes trial for
Contrave, hopes to conduct Large Simple Trial (LST): On March 10, CEO Mike Narachi
led Orexigen’s 4Q10 and full-year update. The company plans to formally meet with the FDA
review decision within the next two to three months. While the company plans to provide a
detailed update following this meeting, Senior Vice President of Global Development Dr. Preston
Klassen discussed several options for the future of Contrave. As a reminder, on February 1, 2011,
Orexigen received a complete response letter with only one application deficiency noted: that the
company must conduct “a randomized, double-blind, placebo-controlled trial of sufficient size
and duration to demonstrate that the risk of major adverse cardiovascular events in overweight
and obese subjects treated with Contrave does not adversely affect the drug’s benefit-risk profile.”
Dr. Klassen noted that in follow-up discussions with the FDA, identifying whether Orexigen can
pursue a CV trial that will be economically feasible will be critical. The company plans to seek
clarity on specific aspects of the design of the study, including the patient population to enroll, the
level of risk needed to rule out, and streamlined approaches to data collection. The company
hopes to conduct a large but simple trial, which would enroll patients representative of the target
on-label treatment population. During Q&A, Dr. Klassen highlighted one potential innovative
approach of leveraging the Internet for direct patient contact to limit the infrastructure costs of
the trial.
Notably, management also plans to discuss options that would allow Contrave to be approved
prior to the completion of the outcomes study (by providing additional data, changing the
proposed labeling, or implementing other risk management strategies). In mid-2010, Takeda
suggested that it may receive FDA approval for its DPP-4 inhibitor, alogliptin, after an interim
review of data from its required CV outcomes trial, dubbed EXAMINE; while we have not heard a
regulatory update on alogliptin since F4Q09, Takeda’s statement suggests that the FDA may be
willing to conduct an interim review of outcomes data. In addition, management gave no
indication that Takeda is considering opting out of the agreement (which makes sense, given that
Orexigen is responsible for pre-approval costs). Notably, during Q&A, management made the
point that Takeda is “at the table” with the FDA while giving support to Orexigen. We believe that
Takeda’s continuing to work closely with Orexigen is a major positive for Contrave’s approval
prospects, given the larger company’s experience with cardiovascular outcomes trials and
regulatory interactions.
Finally, on the financial front, Orexigen had cash of ~$92 million on December 31, 2010,
compared to $100.5 million as of September 30, 2010, and $63.2 million as of June 30, 2010.
Management expects that they will need to seek additional capital to conduct the required
cardiovascular outcomes trial.
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§

Amylin/Eli Lilly/Alkermes – Announce positive topline phase 2 results for oncemonthly exenatide: On March 10, Amylin/Eli Lilly/Alkermes announced positive topline
results from a 20-week, two-site (Phoenix, AZ and Lincoln, NE) phase 2 study (n=121) assessing
the efficacy, safety, and tolerability of three doses of a once-monthly injectable suspension
formulation of exenatide (EQM) and weekly Bydureon. At the 20-week mark, patients receiving
EQM experienced average A1c reductions of 1.3% to 1.5% from baseline, compared to an average
1.5% reduction in the Bydureon arm. Over 90% of patients completed the study; the two most
common adverse events for those in the EQM arms were headache and nausea, and in the
Bydureon arm, headache and diarrhea. While few details were provided, the topline data for EQM
are nonetheless very promising in our view; the prospect of a once-monthly drug for the
treatment of type 2 diabetes is an exciting one, as it would likely improve adherence and thus
ultimately improve patient outcomes. We also believe that a once-monthly therapy would be
considered more acceptable to give early in the disease onset from a patient perspective,
particularly given the potential to “spare” the beta cells. (However, depending on the transience of
the nausea, some patients may be wary that they will fall into the group that experiences this side
effect. We are curious to know how well the tolerability and efficacy of once-monthly exenatide
can be predicted based on individuals’ responses to Byetta and/or Bydureon.) Unquestionably, if
a cardiovascular benefit associated with GLP-1 treatment were shown, this would enhance
commercial prospects for the drug still further. Given the positive data from this phase 2 trial,
Amylin/Eli Lilly/Alkermes intend to engage in discussions with regulatory authorities about next
steps for the EQM program; no timeline has been disclosed for its phase 3 program. We suspect
that the companies would not move forward with development of EQM until they have results of
the thorough QT (tQT) study (a type of heart safety assessment) for Bydureon, given that EQM
would presumably raise the same concerns in this regard. Given that Bydureon failed to
demonstrate non-inferiority to Victoza in DURATION-6 (see report below), we are curious how
Amylin/Eli Lilly/Alkermes eventually plan to position EQM versus Victoza; certainly a oncemonthly would be even easier to differentiate than a once-weekly. We wonder whether
Amylin/Lilly/Alkermes would consider investigating the use of EQM as a treatment for
prediabetes, as the infrequent dosing would reduce perceived barriers to GLP-1 agonist
administration.

§

Roche – Announces positive topline results from Lucentis phase 3 diabetic macular
edema trials RIDE and RISE: On March 10, Roche announced positive top-line results from
RIDE, the second of its two two-year phase 3 studies of Lucentis (ranibizumab injection) for the
treatment of diabetic macular edema (DME). (Top-line results from the identically designed RISE
trial were announced on February 14.) In the double-blinded, multi-center RIDE and RISE trials
(n=382; 377), patients with DME were randomized to receive monthly intravitreal injections of
0.3 mg Lucentis (n=125, 125) or 0.5 mg Lucentis (n=127, 125), or monthly sham injections
(n=130, 127). Both trials met their primary endpoint – percentage of patients achieving
improvement in best-corrected visual acuity (BCVA) of at least 15 letters on an eye chart at 24
months. In RIDE, 33.6% of patients on 0.3 mg Lucentis and 45.7% of patients on 0.5 mg Lucentis
improved by 15 letters or more, statistically significantly better than 12.3% of patients in the sham
injection group – comparable to RISE results of 44.8% (0.3 mg), 39.2% (0.5 mg), and 18.1%
(sham). In both trials, Lucentis also led to statistically significant improvements in mean BCVA
and central foveal thickness (which were notably rapid in RISE), and the side effect profile was
similar to that seen in other phase 3 trials for Lucentis. The therapy has already been indicated for
use in DME in the EU, where Novartis holds the rights. Notably, however, the UK’s NICE has
chosen not to recommend reimbursement for this indication. In the US, Roche is expected to file
a supplementary Biologic License Application (BLA) in 2H11, pending favorable analysis of RIDE.
Three-year results of both trials are expected in 1Q12.
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Despite the relatively stringent and unpredictable regulatory climate of late, should full analyses
of RIDE and RISE yield results consistent with the RESTORE and RESOLVE studies, we believe
that the FDA will likely approve a DME indication for Lucentis given the current unmet need for a
DME therapy in the US (an estimated 10% of individuals with diabetes eventually develop DME),
and the well-established safety profile of the drug as a treatment for AMD (> 750,000 patienttreatment years to date). While we look forward to hearing the results from RISE and RIDE, we
also anticipate hearing the results from the CATT trial in 1H11, which compares the safety and
efficacy of Lucentis and Avastin (Roche’s bevacizumab, for metastatic cancer) in treating AMD.
Our understanding is that currently the off-label use of Avastin as a replacement for Lucentis to
treat age-related macular edema (AMD) is widespread due to its significantly lower per-dose cost
($20-$100 vs. $2,000) and identical mechanism of action (both are anti-VEGF antibodies). If
Lucentis is approved for the treatment of DME in the US, the company is concerned that Avastin
sales may cannibalize Lucentis sales in this new indication. While a separate study will eventually
be needed to compare the relative effectiveness of the two drugs as treatments for DME, until
then the results from the CATT trial may have implications not only for AMD-related Lucentis
sales, but for DME sales as well.
§

D. Medical – Reports zero 4Q10 revenue: As in 3Q10, D. Medical reported no revenue in its
March 9 call, saying that its 4Q10 sales did not meet the company's revenue recognition criteria.
Attributed comprehensive losses for 4Q10 totaled NIS 14.7 million ($4.2 million), including $3.4
million ($970 thousand) in cost of goods sold. D. Medical's full-year 2010 sales were NIS 1.2
million ($356 thousand) due entirely to the first half of the year; the company began selling its
products in 4Q09, when it reported revenue of NIS 368 thousand ($104 thousand). D. Medical's
full-year 2010 loss was NIS 45.9 million ($12.9 million), up 140% from 2009 losses of NIS 19.0
million ($5.4 million), in part due to the company's registration costs of NIS 6.0 million ($1.7
million) and fair value losses on warrants of 2.5 million ($696 thousand), all of which occurred in
the first nine months of 2010. Management says the company is "well positioned" to launch its
insulin delivery products in Mexico, Brazil, Russia, India, and China later in 2011, thanks to
recent efforts to scale production.

§

Osiris Therapeutics – No new updates on Prochymal for treatment of type 1
diabetes in 4Q10 call: On March 7, Osiris Therapeutics released its 4Q10 and full-year
financial results in a call led by President and CEO C. Randal Mills. As a reminder, Osiris is
developing Prochymal, a mesenchymal stem cell therapeutic, to treat a number of diseases
including graft versus host disease (GvHD), Crohn’s disease, and type 1 diabetes. No updates were
provided on the JDRF-sponsored phase 2 trial examining the safety and efficacy of Prochymal in
preserving beta cell function and slowing the progression of recent-onset type 1 diabetes.
Management reiterated that enrollment of the 63-patient trial was completed in 2010 and that
Prochymal also received Orphan Drug status as a treatment for type 1 diabetes last year. (As a
reminder, the FDA’s Orphan Drug designation involves advancing the evaluation and
development of products that show promise in rare diseases or conditions.) We look forward to
seeing Osiris’ phase 2 data, which we hope will be released in the upcoming months.
On the financial front, Osiris ended 4Q10 with $67.6 million in cash and short-term investments.
4Q10 revenue reached $10.8 million, remaining stable on a year-over-year basis from $10.8
million in 4Q09. Revenue in 4Q10 consisted primarily of upfront license fees from a collaborative
agreement with Genzyme to develop adult stem cell treatments and funding from JDRF to
support phase 2 clinical trial activities with Prochymal. In 2010, total revenues reached $43.2
million, a slight decrease from $44.5 million in 2009. Revenue in both years included $40 million
from the Genzyme agreement and $1.2 million from JDRF. 4Q10 R&D expenses amounted to
$5.0 million, down 49% from $9.9 million in 4Q09. In 2010, R&D expenses reached $23.5
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million, compared to $63.3 million in 2009. Management attributed the decrease in R&D
spending to the completion of phase 3 studies for Prochymal as a treatment for graft-versus-host
disease (GvHD) and Crohn’s disease. 4Q10 net income was $4.4 million, compared to a loss of
$0.3 million in 4Q09; 2010 net income was $13.1 million, compared to $14.6 million in 2009.
§

BMS/AZ – Obtain approval for expanding the label of Onglyza: On March 4, BMS/AZ
announced that the FDA had approved an expanded label for Onglyza (saxagliptin) that includes
two clinical studies supporting Onglyza’s use in renally impaired patients and documenting the
benefits of initiating Onglyza compared to glipizide in patients on metformin. One study included
in the label was a 12-week trial that examined the safety and efficacy of Onglyza 2.5 mg once daily
in patients with moderate to severe renal impairment or end-stage renal disease (ESRD). When
added to current therapy, Onglyza significantly reduced A1c from baseline compared to placebo
(0.9% reduction from a baseline of 8.4% compared to 0.4% from a baseline of 8.1%; we note that
this is a high placebo reduction). While the subset of patients with ESRD achieved A1c reductions
comparable to placebo (and a 44 mg/dl increase in FPG), BMS/AZ emphasized that the study was
not sufficiently powered to demonstrate efficacy in subgroups of patients. Importantly, the
adverse events were reported to be similar between the Onglyza arm and the placebo arm. On a
competitive note, Boehringer-Ingelheim has been positioning its late-stage DPP-4 inhibitor,
linagliptin (submitted to the FDA in 2010), as the only drug in the class that is not cleared renally
(only ~5% of excretion is renal), and therefore, would not be expected to require a dose
adjustment in the presence of renal impairment. While this study of Onglyza did not challenge the
requirement to adjust the dose down from 5 mg and the recommendation to perform a renal
function assessment in patients with moderate to severe renal impairment, it did demonstrate the
safety and efficacy of Onglyza 2.5 mg in patients with moderate to severe renal impairment. For
comparison, Merck’s Januvia (sitagliptin) has a 12-week study in patients with moderate renal
impairment on its label; however, the drug demonstrated increases in serum creatinine levels, the
clinical significance of which remains unknown. (BMS/AZ did not report changes in serum
creatinine.)
In addition, the label was also updated to include a 52-week study comparing Onglyza to titrated
glipizide in patients inadequately controlled on metformin therapy. A1c levels were reduced by
0.6% and 0.7% from surprisingly low baseline levels of 7.7% and 7.6% in the Onglyza 5 mg and
glipizide arms, respectively – we note that these are likely not A1c levels representative of patients
inadequately controlled on metformin. We believe non-inferiority with respect to A1c reduction is
likely limited to patients with comparably low baseline A1c levels. Nevertheless, Onglyza in
combination with metformin was associated with significantly less hypoglycemia (occurring in 12fold fewer Onglyza-treated patients) and weight loss (compared to weight gain in the glipizidetreated patients).
Despite a relatively slow launch, Onglyza recently displayed its most encouraging quarter in 4Q10,
reaching $73 million. In addition, the company noted that Onglyza has been submitted for
regulatory review in 87 countries and has obtained approval in 56 countries, including the US,
Canada, Mexico, 30 European countries, Chile, India, Brazil, Argentina and Switzerland.

§

Amylin/Eli Lilly/Alkermes – Bydureon fails to meet non-inferiority endpoint of A1c
reduction against Victoza in DURATION-6 study: On March 3, Amylin/Lilly/Alkermes
announced that DURATION-6 failed to meet the primary pre-specified non-inferiority endpoint
of A1c reduction with Bydureon, compared to Novo Nordisk’s Victoza (liraglutide). The
DURATION-6 study was an open-label, 26-week, multicenter (110 locations), head-to-head study.
The trial randomized roughly 912 type 2 diabetes patients inadequately controlled on oral agents
(metformin, sulfonylurea, metformin+sulfonylurea, or metformin+Actos) to receive either
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Bydureon 2 mg weekly (n=461) or Victoza 1.8 mg daily (n=451). Bydureon demonstrated an A1c
reduction of 1.3% from baseline, compared to a reduction of 1.5% with Victoza (baseline A1c was
not reported). Compared to previously released studies, Bydureon displayed a lower A1c
reduction in DURATION-6 than any other DURATION study and Victoza displayed a relatively
high A1c reduction: DURATION studies have shown between 1.5-2% reductions, and Victoza has
shown 1.0-1.5% reductions (according to its label). Based on the available clinical data, we were
surprised to see Bydureon fail to demonstrate noninferiority. We believe that the easy pen
application seen with Victoza may have helped the Novo Nordisk drug, although we still believe in
a “real-life” setting, the once-weekly dosing (if in fact the delivery device proves easy to use) will
favor Amylin/Lilly’s/Alkermes’ Bydureon, as will Bydureon’s lower rate of nausea. We do not
expect this study to have regulatory impact on Bydureon; however, with at least a two-year head
start and a potentially superior beneficial effect on weight loss, Victoza – already on a blockbuster
course – will have several commercial advantages over Bydureon. That said, a difference in A1c of
0.2% is small from a clinical perspective, especially in light of Bydureon’s improved dosing
frequency, which we perceive as a major benefit, assuming, again, that application complexity did
not contribute to its inferior efficacy in DURATION-6. We should also note that for Novo Nordisk
to market Victoza as superior to Bydureon, the company will have to submit data to the FDA to
expand the label; as we understand the requirement, a superiority claim usually involves two
well-controlled clinical trials conducted by the sponsor. Additionally, with publication of
DURATION-6 and/or an eventual superiority claim (which we believe will not be easy to gain),
Novo Nordisk would be able to make a stronger argument to payors for reimbursing Victoza 1.8
mg, which continues to face significant reimbursement challenges in the US and abroad
compared to a 1.2 mg dose. While we assume the weight results likely do not favor Bydureon, we
are eager to get this information. On the safety/tolerability side, the completion rate in both
treatments arms was over 85%; discontinuation rates for each arm were not provided. In general,
Bydureon demonstrated better tolerability – GI side effects were more frequent in the Victoza
arm, with 20% reporting nausea, 11% vomiting, and 13% diarrhea, compared to 9% nausea, 4%
vomiting, and 6% diarrhea for Bydureon. We note that the forced-titration schedule in the Victoza
arm may have helped tolerability of Victoza; however, the details on the titration regimen have
not been disclosed.
§

Dexcom – Dexcom reports strong quarterly and full-year growth; fourth-gen sensor
receives CE Mark clearance in EU; sales force expands: On March 3 Dexcom reported
4Q10 and full-year earnings in a call led by CEO Terry Gregg. The CGM company reported
product revenue of $13.6 million in 4Q10, a jump of 105% from $6.6 million in 4Q09 and a 26%
sequential increase from $10.8 million in 3Q10. Robust starter kit sales in 4Q10 rose 24%
sequentially, while sensor revenues grew 27% sequentially, thanks to ongoing gains in patient
“stickiness” and sensor utilization. Product gross margins in 4Q10 increased substantially,
reaching 44% of sales, up from 35% of sales in 3Q10. Dexcom posted a net loss of $9.8 million in
4Q10, down 15% from 4Q09 and down 27% from 3Q10. The company finished 4Q10 with $48.8
million in cash and cash equivalents, restricted cash, and marketable securities, an increase of
roughly 54% from $31.8 million in 3Q10 due to a sale of over three million common shares. For
full-year 2010, Dexcom’s product revenue grew to $40.2 million, an increase of 123% from 2009;
2010 product gross margin was 35% of full-year sales. Management forecasted 2011 product
revenue of $67.5-$72.5 million, with roughly 20% increases in full-year R&D and SG&A. During
Q&A, management clarified that the product revenue estimate does not include sensor sales in
Europe as part of the Animas/Dexcom Vibe system (which we assume will certainly come in the
second half of the year), nor does it depend on potential partnership(s) to promote Dexcom’s
standalone products in the US, an interesting possibility that Gregg once again alluded to in his
prepared remarks.
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Most notably on the development front, the fourth-generation sensor received CE Mark approval
in the EU. Dexcom anticipates the first commercial launch of this sensor to occur in Europe as
part of an integrated system launch with Animas during the first half of this year, pending CE
mark approval of the integrated CGM/pump product with Animas. Dexcom remains in
discussions with the FDA on its “evolving requirements” regarding the PMA for the fourthgeneration sensor. The company is planning to complete this trial and file an amendment to the
fourth-generation PMA supplement by late summer, positioning this sensor for a launch in late
2011/early 2012 in the US, assuming the submission will be incorporated into the current 180-day
review cycle, “give or take a few months.” We see 2012 as more likely. On the CGM-pump
combinations in development, Gregg emphasized the challenging regulatory environment. As for
the Dexcom/Insulet product, the companies tentatively hope to file the combination product by
1H12; as a reminder, the companies have decided to move forward with Insulet’s next-generation
pod and Dexcom’s fourth-generation sensor. In other news, the agreement governing the sensorpump combination product under development in partnership with Edwards is being
restructured. The companies hope to submit the second-generation in-hospital device in Europe
by the end of 2011 and launch in 2012. Most milestone payments are expected in 2012.
§

Insulet/GSK – Announce exclusive distribution deal for OmniPod in Canada: On
March 2, Insulet and GlaxoSmithKline announced a multi-year agreement granting GSK exclusive
rights to promote, advertise, market, and sell Insulet’s OmniPod in Canada. The OmniPod has
already been approved for use in Canada, and GlaxoSmithKline will drive reimbursement;
according to the companies’ press release, launch is targeted for mid-March 2011. We understand
that the deal will be similar to Insulet’s agreement with Ypsomed for distribution in seven
European countries, Australia and China (i.e., Ypsomed buys OmniPods from Insulet and is
responsible for every aspect of sales in their territories, except for regulation and labeling). Few
terms of the Insulet-GSK agreement have yet been disclosed, and we look forward to hearing
more about the deal’s duration, financial terms, and any annual minimum purchase requirements
for GSK (which would be analogous to Insulet’s agreement with Ypsomed). The secondgeneration (Eros) OmniPod will be covered under the GSK deal, and as expected, Insulet plans to
seek Canadian approval for the new device. As a reminder, the new pod will be roughly 40%
smaller by volume and 25% lighter than the current OmniPod, with the same functionality and
200-unit reservoir. Insulet submitted the next-generation product for CE mark clearance in early
February and hopes to receive approval in time for ADA 2011 (June 24-28), while US 510(k)
submission is scheduled for early 2Q11. The Insulet/Dexcom integrated pump/CGM product,
which will incorporate the next-generation OmniPod with Dexcom’s fourth-generation sensor,
will not be distributed outside the US due to Dexcom’s exclusive international agreement with
Animas (we understand that this will be the case for several years).
The deal represents Insulet’s first foray into Canada, where the company estimates the market of
approximately 200,000 type 1 patients to have roughly 10% pump penetration (compared to the
US market of ~1.4 million type 1 patients with ~25% pump penetration). Although Canada will
not likely be a significant source of revenue for the companies, the country holds several
advantages, including a large patient population, a healthcare system that makes it relatively easy
to reach endocrinologists at scale, and a government that has encouraged the use of pumps for
patients under 18, which represent 30% of Insulet’s current user base, and the company’s fastestgrowing segment. We understand that the companies do not currently have plans to expand to
other markets, though we expect that they will both learn much about providing insulin delivery
in markets outside the US. GSK has a very strong sales force and we are interested to see that they
have developed an arrangement for their Canadian sales force to work in diabetes post-Avandia.
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§

Valeritas – Receives 510(k) clearance for use of Novolog with the V-Go Disposable
Insulin Delivery Device: On March 1, Valeritas announced that it has received 510(k)
clearance from the FDA for using Novolog (Novo Nordisk’s insulin aspart) with the V-Go
Disposable Insulin Delivery Device, which delivers basal-bolus therapy for adults with diabetes.
As a reminder, the company received 510(k) clearance for use of the V-Go with Humalog (Eli
Lilly’s insulin lispro) on December 8, 2010. The non-electronic, mechanical device automatically
administers insulin at a preset basal rate over 24 hours (at which point it stops working and must
be replaced) and also allows users to deliver two-unit boluses by a two-step manual process that
can be done through clothing. The V-Go will be available with reservoir sizes of 56, 66, or 76
units, which would provide basal delivery of 20, 30, or 40 units per day along with up to 18 twounit boluses each day. Valeritas will be marketing the V-Go primarily to patients with type 2
diabetes, and we view the device as a competitor to pens as opposed to other pumps. Specifically,
we believe it will expand the market for insulin as we believe hundreds of thousands (if not
significantly more) of type 2 patients in the US alone are not taking mealtime insulin who would
benefit from it, in many cases significantly. Valeritas’ path to approval with different rapid-acting
insulins is similar to that of Calibra, developer of the disposable “patch-pen” Finesse, which
received separate 510(k) clearances for Humalog (January 2010) and Novolog (July 2010).
Valeritas’ statement did not discuss the potential for 510(k) clearance of the V-Go with other
companies’ insulins (e.g., sanofi-aventis’ Apidra [insulin glulisine]) or other diabetes drugs (e.g.,
Amylin’s Symlin [pramlintide]), two broad areas of future development that were mentioned by
Calibra upon receiving Novolog clearance with the Finesse.
Notably, the Valeritas press release also introduces the EZ Fill, a “very simple point-of-care filling
accessory” that will be included with each monthly supply of V-Go devices. We are curious to see
this device in action, and we hope that the daily filling process will indeed be simple and fast for
patients. Valeritas has targeted a US launch of the V-Go before the end of 2011, and we continue
to look forward to updates. As a reminder, Valeritas’ team includes several of those who helped
launch Lantus, which bodes well for the rollout of the V-Go.

§

Bayer – US declines lead to slow quarter, year for Diabetes Care; prices and
volumes down in US; 1% growth forecast for 2011: On February 28, Bayer reported 4Q10
earnings in a call led by CEO Marijn Dekkers. Bayer Diabetes Care’s leading brand Contour
posted 4Q10 sales of €160 million (~$218 million), up 0.6% on a reported basis from 4Q09 sales
of €159 million (~$235 million), This represents a moderately difficult comparison given 4Q09
growth of 3.9%. Meanwhile, the Breeze line failed to show positive reported growth for the sixth
consecutive quarter. Breeze 4Q10 sales were €32 million (~$44 million), down 3.0% as reported
from €33 million (~$49 million) from 4Q09, when sales declined by 10.8%. Sequentially, Contour
sales rose 8.8% and Breeze sales grew 3.2%. For full-year 2010, Contour sales of €602 million
(~$799 million) increased 0.2% as reported and fell 4.5% operationally from €601 million (~$858
million) in 2009, which was a solid year of 8.5% reported growth for the Contour line. Breeze
finished the year with revenue of €125 million (~$166 million), down 9.4% on a reported basis
and down 13.6% operationally from €138 million (~$197 million) in 2009, when Breeze reported
sales fell by 4.8%. Management attributed the disappointing SMBG performance to a tough US
market where both prices and volumes declined. By contrast, Contour “performed well” in Europe
thanks in part to new product launches; this suggests that Contour’s US showing was that much
more negative. Bayer does not break out sales for Diabetes Care as a whole, making it impossible
to conclusively compare the business to the rest of the “Big Four” SMBG businesses; that said, the
figures for Contour and Breeze suggest that Bayer had a slower year, especially on a currencyadjusted basis, than did most of the rest of industry. Although management said during Q&A that
they hope US Diabetes Care sales will “improve significantly” in 2011, Bayer’s forecast puts fullDiabetes Close Up #106 ~ March/April 2011 ~ Baby Steps ~ www.closeconcerns.com
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year growth for Diabetes Care at only 1% worldwide, thanks to ongoing US price pressure. All this
said, we have heard lots of positives about Bayer’s new product, the Contour USB, from our dQ&A
patient panel. Nothing was noted on the call about this innovative product, however, nor about
Bayer’s nascent CGM business.
On the pharmaceuticals side, Glucobay performed strongly, and was mentioned during Q&A as
one of several Bayer products that are driving growth in China and other international markets,
despite having long since gone off patent in most countries. Global Glucobay sales in 4Q10 were
€87 million (~$118 million), up 20.8% as reported and 9.0% operationally from €72 million
(~$107 million) in 4Q09. Sequentially, 4Q10 Glucobay sales fell 4.4%. For full-year 2010,
Glucobay sales of €347 million (~$462 million) were up 10.2% as reported and 2.9%
operationally from €315 million (~$441 million) in 2009. In the pipeline, Bayer/Regeneron’s
VEGF Trap-Eye remains listed in phase 2 for diabetic macular edema (DME) following the release
of positive 52-week results in December 2010.
§

Vivus – Formal resubmission of Qnexa expected before end of 2011; EMA validates
MAA in Europe: On February 28, President Peter Tam led the 4Q10 results by providing a very
clear, detailed regulatory update on Qnexa and leading the Q&A session. Vivus is guiding for a
class 2 resubmission of Qnexa before the end of 2011, which we believe would position Qnexa for
potential approval in 1H12 in the best-case scenario. The company hopes to reach agreement with
the FDA on a study design for the fetal outcomes assessment, and initiate the study within the
next two months; we expect additional details to be disclosed “as soon as” an agreement is
reached with FDA. During the January 19, 2011 end-of-review meeting with the FDA, the agency
asked Vivus to assess the feasibility of performing a retrospective, case-controlled study utilizing
existing electronic medical databases to determine the historical incidence of congenital
malformations, “with a specific interest in oral clefts and low birth weight,” in children of women
treated with topiramate 100 mg for migraine prophylaxis. We note that Vivus’ previous
communication referred only to determining the incidence of oral clefts (with no mention of low
birth weight); this call’s language broadened the aim of the study. If the FDA does not find the
proposed study design feasible, the agency will have to decide whether the REMS program will be
adequate to address these teratogenicity concerns; however, given that this has been the primary
focus of discussion since the complete response letter, minimal teratogenicity certainly seems to
be an approvability issue.
Based on ongoing communication with the FDA, management believes this retrospective study is
the only remaining request from the agency. However, as we understand the situation, the FDA
has not yet provided confirmation that the other issues outlined in the complete response letter
(specifically, cardiovascular and REMS) have been resolved. Despite Vivus’ presentation of
additional data and analyses demonstrating that the heart rate elevations with Qnexa do not
increase the risk for CV events, the FDA decided to strictly focus the end-of-review meeting on
teratogenic risk. We hope (and assume) the company is seeking clarity on this issue as frequently
as possible. As far as we understand, the company has not discussed the potential for a preapproval outcomes study with the FDA since the Contrave decision.
Importantly, the EMA validated the Marketing Authorization Application (MAA) for Qnexa in
Europe on January 19, 2011. The appointed rapporteur and co-rapporteur countries for the Qnexa
MAA are Sweden and France. Under the centralized procedure, the rapporteurs (national
regulatory agencies of two EU member states) are selected by the EMA and are responsible for the
preliminary assessment of the MAA and proper coordination between the EMA, CHMP, and
sponsor. Interestingly, prior to submission, management mentioned that Vivus sought advice
from the European Scientific Advice Working Party (SAWP), which recommended that the
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company provide the EMA with two-year safety and efficacy data on Qnexa (advice that the
company heeded). While the specific influence of SAWP on the EMA’s decision or guidelines is
not completely clear, it does provide preliminary advice on study protocols and development work
that are necessary for the MAA.
§

Isis – SGLT2 inhibitor timing delayed for phase 2 trial initiation; little other
mention about pipeline: On February 28, Isis Pharmaceuticals announced its 4Q10 financial
results in a call led by CEO Stanley Crooke. As usual, management focused predominantly on the
company’s cholesterol-lowering drug mipomersen (in development with Genzyme), which is on
track for regulatory filings in the EU in 1H11 and in the US in 1H11 or 2H11. On the metabolic
front, management stated that the company will complete and report data from its phase 1 study
of its SGLT2 inhibitor candidate (ISIS-SGLT2) in 2011, after which it will initiate the phase 2
program (timeline not specified). We note that this represents a delay from promises the
company made in 4Q09 to have phase 1 data for ISIS-SGLT2 released and for the candidate to
enter its phase 2 program in 2010. During the call, no mention was made of the company’s other
four metabolic drug candidates: ISIS-113715 (phase 2 PTP-1B inhibitor), ISIS-GCGR (phase 1
glucagon receptor antagonist), ISIS-GCCR (preclinical glucocorticoid receptor antagonist), and its
first anti-obesity drug ISIS-FGFR4 (expected to enter IND-enabling studies in 1H11). We eagerly
anticipate hearing more information on the 26-week phase 2 trial for ISIS-113715, which should
hopefully commence in 1Q11 or 2Q11. As a reminder, Isis intends to adopt “generation 2.5
chemistry” for its pipeline candidates, which should improve potency up to tenfold and allow for
oral administration. Management previously stated that incorporating the new chemistry into its
metabolic pipeline would take 12-18 months; given that injection site reactions were commonly
reported adverse events for Isis’ diabetes pipeline candidates, we suspect that the company may
be waiting until the new technology is adopted in its metabolic pipeline before progressing any
further.
On the financial front, Isis ended 2010 with $472.4 million in cash, cash equivalents, and shortterm investments, slightly higher than the company’s most recent projection of $450 million; Isis
anticipates that it will end 2011 with over $350 million in cash. With its strong financial position,
the company is, in our view, in a good position to further its research efforts in the coming
quarters. We hope that Isis will focus more efforts on its metabolic pipeline candidates, given that
pressing needs remain for new and improved treatment options.

§

Pfizer – Updates pipeline with changes to metabolic area: On February 28, Pfizer
announced that it has added two phase 1 pipeline candidates for the treatment of type 2 diabetes
(PF-05175157 and PF-05190457); however, their mechanisms of action were not disclosed. In
addition, Pfizer has discontinued the development of PF-05161704, a phase 1 treatment for type 2
diabetes (undisclosed mechanism). As a reminder, although metabolic disorders are one of
Pfizer’s “Invest to Win” areas, the company has relatively few late-stage candidates. Its two
candidates for the treatment of diabetic macular edema (DME), Macugen (in registration in
Europe) and PF-4523655 (phase 2), are the furthest along in development, while PF-4971729
(undisclosed mechanism), a treatment for type 2 diabetes, recently entered phase 2 trials. In
addition, Pfizer has a total of nine diabetes therapies in phase 1 studies – six for the treatment of
type 2 diabetes (the two previously mentioned, PF-04856883 [CVX 096], PF-0460110, PF04937319, PF-04991532; undisclosed mechanisms), two for diabetic nephropathy (PF-03882845
and PF-04634817), and one biologic for the treatment of diabetes and obesity (PF-05212389
[OAP-189]). This latter compound is a novel GLP-1-oxyntomodulin peptide, originally developed
by Thiakis and later acquired by Wyeth and ultimately Pfizer. In the coming quarters, we hope to
gather more information about the propensity for Pfizer’s early-stage candidates to advance in the
company’s pipeline.
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§

Roche – Announces global recall of Accu-Chek FlexLink Plus infusion sets: On
February 24, Roche announced a recall of its Accu-Chek FlexLink Plus infusion sets due to
potential for cannula kinking/bending that can lead to insulin underdelivery. The recall includes
all 33 countries where the sets are available, and the sets will remain off the market until the
present issues are resolved. In the meantime, Roche will exchange patients’ FlexLink Plus sets for
other Roche sets or refund the costs. We estimate that the recall will affect roughly 3,000 patients
in the US alone, with many of those patients potentially switching to third-party infusion sets in
the future.

§

Lexicon – Dual SGLT1/SGLT2 inhibitor LX4211 remains on track to enter phase 2b
study in 2Q11: Lexicon Pharmaceuticals provided its 4Q10 update in a call led by CEO Arthur
Sands on February 23. During the call, management focused on the company’s dual
SGLT1/SGLT2 inhibitor LX4211, recapping its phase 2a results and its promising effects on GLP-1
and PYY secretion seen in a more recent phase 1 PK/PD study. Sands mentioned in Q&A that
since this data emerged, interest in the compound has increased significantly. Consistent with
previous timelines, management stated that the company expects to initiate a phase 2b study for
LX4211 in 2Q11, targeting completion in 1H12; management anticipates enrolling approximately
300 patients in the trial. During Q&A, management noted that the only gating factor that remains
before the initiation of the phase 2b study is a phase 1 drug-drug interaction study with
metformin, which has since completed. Notably, Lexicon will be taking a number of non-clinical
steps and procedures so that LX4211 can be ready to enter phase 3 studies as soon as phase 2b
results are reported in 2012. In 2011, the company will also conduct a number of studies on
LX4211’s mechanism of action, in efforts to further differentiate the compound from other SGLT2
inhibitors. As a reminder, Lexicon management believes that the observed increases in GLP-1 and
PYY with LX4211 are attributable to the SGLT1-inhibitory effects of the compound. To our
knowledge, Lexicon is the only company thus far with a dual SGLT1/SGLT2 inhibitor in clinical
development (Kissei/Dainippon/GSK are developing a selective SGLT1 inhibitor, GSK-1614235,
currently in phase 1 studies, while other companies’ compounds are selective SGLT2 inhibitors).
On the financial front, Lexicon ended 2010 with $211.1 million in cash and investments, up from
$125.1 million as of the end of 2009. In 4Q10, Lexicon’s revenues amounted to $1.3 million, a
decrease of 11% from $1.4 million in 4Q09. Total 2010 revenues decreased 54% year-over-year to
$4.9 million from $10.7 million in 2009. R&D expenses were $18.3 million in 4Q10, down slightly
from $18.8 million in 4Q09 due to decreased external clinical and R&D costs; for the 2010 year,
R&D expenses reached $78.5 million, a slight decrease from $81.2 million in 2009. In 4Q10, net
loss amounted to $23.0 million, compared to $22.0 million in 4Q10. Net loss for the 2010 year
was $101.8 million, compared to a net loss of $82.8 million in 2009.

§

Medtronic –Diabetes Care grows 10% year-over-year and nearly 5% sequentially:
Medtronic reported F3Q11 earnings in a February 22 call led by retiring CEO Bill Hawkins.
Worldwide Diabetes Care revenue totaled $341 million, up 10% year-over-year on a reported
basis, up 11% operationally, and up nearly 5% sequentially. F3Q10 revenue of $311 million had
risen 12% as reported since F3Q09, so the comparison was an average-to-challenging one.
Overall, F3Q11 represents the business’ strongest quarter ever, beating the previous high mark of
$332 million in F4Q10. US F3Q11 revenue reached a new high of $219 million, up 8% from $213
million in F3Q10 and up just under 3% sequentially. International sales also set a record at $122
million, a 13% reported increase (16% operational increase) from $108 million in F3Q10 and up
8% sequentially. Management attributed the Diabetes Care growth to double-digit operational
growth in global insulin pumps: the sensor-integrated pumps Veo (which includes low-glucose
suspend) and Revel (which does not) lead their respective markets. Management suggested that
“robust” CGM growth was related to Medtronic’s continuing position as the only company with
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integrated pump/sensor products. (The next to market looks like it will be the Animas Vibe, an
integrated Animas/Dexcom device that we just saw at ATTD. As of Dexcom’s most recent update,
European launch and US clinical trials are both expected in 2011, although Dexcom’s standalone
product itself poses an increasing challenge to Medtronic’s CGM leadership.) As we understand it,
the iPro and the iPro2 blinded CGM systems in Europe have been quite successful for Medtronic
and are responsible for much of the CGM strength in the quarter.
Management highlighted Medtronic’s pipeline multiple times during the call, but did not refer to
pumps and, to our disappointment they did not mention the company’s smaller, more accurate
Enlite sensor that we had seen showcased at ATTD 2011 in London the week before. They also did
not discuss plans for the company’s patch pump or next-generation durable pump, or specifics on
recent Veo activity (e.g., the Canadian launch in October 2010). All in all, diabetes played a
substantially smaller role during the call than it has in recent quarters, with minimal reference
during prepared remarks and no mention during Q&A.
§

J&J – Receives 510(k) clearance for Verio blood glucose meter: On February 22, J&J
LifeScan announced the FDA has cleared the company’s OneTouch Verio blood glucose meter,
which was first filed with the agency in December 2009. The meter has already been launched in
the Netherlands (January 2010) and Australia (September 2010), and we can see why it’s
reportedly off to a solid start in both countries. The Verio’s features include first-rate reported
accuracy (95% of measurements within 15% of normal-to-high reference values or within roughly
10 mg/dl in the hypoglycemic range, more than meeting the 20%/15 mg/dl FDA requirement),
no-coding strips (bringing LifeScan up to date with the market), a smaller sample size (0.4 ul),
fewer interferences (a major area of interest, especially for healthcare providers). One downside
of the Verio’s novel technology is that the meter won’t be compatible with older J&J products like
LifeScan’s OneTouch Ultra strips or the Animas pump (which is instead going to be integrated
with Dexcom’s fourth-generation continuous glucose monitoring system. (The second-generation
Verio Pro, which was recently cleared by regulatory authorities in Europe and has been submitted
to the FDA, includes pattern recognition software to help users identify consistent highs or lows
over several days; its accuracy and test strips are the same as the first-generation Verio’s.)
LifeScan has not yet announced its plans to roll out the first-generation Verio in the US, although
we assume that a launch could occur in the coming months as part of the company’s recently
launched “Life First” ad campaign (see report above).

§

Animas – Begins voluntary recall of insulin cartridges, writes to customers and
providers ahead of official announcement: On February 22, Animas notified patients and
healthcare providers that the company had begun a voluntary recall and replacement of 384,180
insulin cartridges prone to leakage. Animas has traced the problem to six lots of 2.0 ml insulin
cartridges, five in the US and one in France. Animas’ insulin cartridges are produced in
collaboration with a component manufacturer in Singapore; the affected lots were shipped to
patients between November 30, 2010 and January 4, 2011. We estimate that the recall will affect
roughly 5,000 US patients, which we estimate to be roughly 10% of Animas’ domestic user base.
Animas learned of the cartridges’ flaws thanks to patients who reported insulin leakage; so far,
two adverse events have been reported. Upon investigation, the company identified the problem
as the result of a defect in the cartridges’ plungers. Animas has not announced a precise reason
for the manufacturing error. However, the company has added additional quality tests both in
Singapore and at J&J’s West Chester, PA plant. Patients who have received faulty cartridges,
along with roughly 2,600 healthcare professionals, are being notified of the recall via email and in
letters dated February 22, 2011 (the same date that Animas notified FDA of the recall). The letters
warn that if a leak is present, the pump will not be able to detect occlusion. Animas has begun
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shipping replacements to affected customers free of charge, and it has set up measures for
patients to return cartridges from the affected lots.
§

WellDoc/AT&T – Announce program with employees of the Health Care Service
Corporation (HCSC): On February 22, AT&T announced that it will conduct a program using
the WellDoc DiabetesManager in conjunction with the Health Care Service Corporation. HCSC,
America's largest customer-owned health insurer, operates Blue Cross Blue and Blue Shield plans
in Illinois, New Mexico, Oklahoma, and Texas. Our understanding is that the program will begin
by providing HCSC employees with the WellDoc Diabetes Manager, the first of several solutions
WellDoc and AT&T will commercialize. (On February 7, 2011 WellDoc announced the acquisition
of Oncology Care Home Health Specialists, an oncology-dedicated home-health consulting
company, to accelerate the development of the WellDoc OncologyManager.) The WellDoc
platform is FDA cleared to give users real-time, automated diabetes coaching, enable nurse case
managers with enterprise tools, and provide clinical decision support to healthcare providers. The
companies have not disclosed how many of HCSC’s employees have diabetes or how many will
use the system. This is the first partnership that AT&T and WellDoc have announced since they
teamed up last October to market and sell mobile health systems for disease management
organizations. As part of that deal, AT&T will make the WellDoc DiabetesManager available to
select AT&T employees starting this spring. WellDoc has targeted full launch of the
DiabetesManager in the second half of 2011, and the company has been working on infrastructure
so that its disease management system will be compatible with hundreds of phone models, all
major operating systems, and all major cellular networks, with the capacity to support millions of
patients.

§

Allergan – Announces FDA expansion of LAP-BAND indication to include patients
with a BMI of 30 kg/m2: On February 16, Allergan announced that the FDA approved the
expanded use of the LAP-BAND for adults with a BMI of 30 kg/m2 to 40 kg/m2 and at least one
obesity-related comorbidity who have failed more conservative weight-loss methods. The LAPBAND is the first FDA-approved device for bariatric surgery in patients with a BMI between 30
kg/m2 and 35 kg/m2. As a reminder, the LAP-BAND was previously indicated for use in patients
with a BMI of 40 kg/m2 or higher and in patients with a BMI of 35 kg/m2 and at least one “serious
comorbid condition,” so this is a big change. While the BMI threshold has been lowered for those
with one or more comorbidities, and the comorbidity requirement has been loosened, the BMI
threshold of 40 kg/m2 for LAP-BAND use in patients without any comorbidities remains the same
as before, although Allergan had proposed for the threshold to be lowered to 35 kg/m2. We
assume this change was not made due to concerns that the banding procedure would be overused
in people without additional weight-related challenges.
Earlier intervention should help to forestall some long-term consequences of obesity, though
outcomes data to demonstrate this are not yet available. On that note, in order to characterize the
longer-term effects of LAP-BAND use in the newly indicated population (as durability of effect
was a key concern at the advisory panel meeting), patients in the one-year study (LBMI-001) used
as support for the proposed indication will be followed out to five years post-implantation.
Detractors of surgery often say that patients haven’t been followed long enough, so more data in
the works should be a long-term positive for Allergan. Also, patient outcomes for those with a
BMI between 30 kg/m2 and 40 kg/m2 will be studied in an analysis of the Bariatric Outcomes
Longitudinal Database (BOLD) in order to further characterize LAP-BAND’s long-term safety and
efficacy in the lower BMI population.
We welcome this indication expansion, as it creates more options for patients. We remain
concerned that, beyond lifestyle intervention, clinicians have only two options for the treatment of
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obesity in patients with a BMI above 30 kg/m2: a drug with minimal efficacy (orlistat [Roche’s
Xenical/GSK’s OTC alli]) and poor tolerability and now, one type of bariatric surgery. In the
coming years, we hope to see a broader set of obesity treatment options emerge, with therapies
that have safety and efficacy levels in between those of the two current treatments (and,
eventually, efficacy perhaps exceeding that of LAP-BAND). Many have mentioned
pharmacotherapies that mimic the effects of bariatric surgery as a promising area of exploration;
we look forward to providing updates on this front, though we emphasize that nothing is nearterm. We also look for Qnexa and Contrave research to continue and for these drugs to receive
eventual approval.
§

Insulet – Revenue reaches $27.8 million for 4Q10; gross margins at 50%; secondgeneration OmniPod submitted for CE mark approval: On February 15, in a call led by
CEO Duane DeSisto, Insulet announced 4Q10 and year-end 2010 financial results. In the fourth
quarter, OmniPod continued its strong sales growth, reaching $27.8 million, a 37% increase from
4Q09 and a 9% sequential increase from 3Q10. Management indicated that OmniPod users
(approximately 25,000) now comprise 7% of the total US insulin pump market, although the
majority (70%) continue to be first time insulin pump users and according to our dQ&A data,
Insulet has a much larger share of new pumpers. Notably, Insulet was able to accomplish its goal
of attaining a gross margin of 50%, which management attributed to the company’s investments
in cost saving initiatives and manufacturing capabilities overseas through its collaborator
Flextronics. There is clearly increased operating leverage in the business; while revenue continue
to climb, operating expenses have stayed level, increasing just 1.5% from 4Q09 to $20.2 million
(after excluding a non-recurring impairment charge of $3.4 million). Still, Insulet reported a net
operating loss in 4Q10 of $9.7 million, higher than $5.9-8.9 million previously guided, although
an improvement of 20% from $12.0 million in 4Q09. In 2010, OmniPod sales grew a significant
47% to $97 million. Gross profits also grew substantially, up 139% to $47.7 million. As with 4Q10
operating expenses, 2010 operating expenses remained on par at $79 million (excluding the same
impairment charge above) with levels observed in 2009 ($77.7 million) and 2008 ($84.8 million).
Insulet’s net operating loss for 2010 was $38.6 million, slightly above the upper bound of $38
million on previous guidance, but again, an improvement of 35% relative to 2009. Importantly,
excluding the impairment charge, the company would have been at the low end of its operating
loss guidance. The company ended the year with $113.3 million in cash and cash equivalents. For
2011, excluding possible sales of the next-generation OmniPod, management guided for revenues
of $123-133 million and an operating loss between $20-28 million. Additionally, management
stated its expectations to end 2011 at or near the break-even point for operating cash. On the R&D
front, Insulet management provided a number of valuable updates. Earlier in February, the
company submitted its second-generation OmniPod for CE mark approval. The company expects
to hear back from European regulatory authorities within 90 days, and hopes to receive approval
by ADA 2011 (June 24-28). In the US, the next-generation product remains on track for 510(k)
submission in early 2Q11. We understand that the FDA has asked for Insulet to prepare a safety
assurance report, which the company plans to submit alongside clinical data previously
completed. Notably, the company believes that the 100-patient, 30-day study will no longer be
required. Regarding the Dexcom/Insulet combination product, the two companies have agreed to
use Insulet’s next-generation pod and Dexcom’s fourth-generation sensor.

§

Diamyd – Announces completion of European phase 3 trial for its GAD65 antigenbased therapy: On February 14, Diamyd announced that all patients (n=320) in its European
phase 3 trial have completed the main 15-month study period. Top-line results for the trial are
expected to be reported in late spring; if the data are promising, Diamyd intends to submit the
drug for regulatory approval in Europe by the end of 2011. The US phase 3 DiaPrevent study
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(n=320) was fully enrolled as of December 2010, and it is expected to complete in the spring of
2012. We look forward to seeing Diamyd’s European phase 3 results. In our view, if Diamyd’s selftitled Diamyd GAD65 vaccine is found to be effective, early diagnoses and improved diagnostics
will largely determine the product’s success, given that the therapy aims to preserve beta cell
function in people with new onset type 1 diabetes. In a best-case scenario, an effective therapy for
type 1 diabetes would drive more aggressive diagnosis and demand for better tests.
§

MannKind – Submits proposed modifications to Affinity trials; requests meeting
with FDA immediately; funded through 2011: On February 10, CEO Al Mann led the
MannKind 4Q10 financial update. The company has prepared proposed amendments to the
Affinity protocols, which are being submitted to the FDA in anticipation of the meeting. During
Q&A, management said that they plan to submit the formal request for a meeting on the morning
of February 11, 2011. We assume this will be a Type A meeting and scheduled within 30 days of
the FDA’s receipt of the written request. As a reminder, in the FDA’s second complete response
letter for Afrezza, the agency requested two additional randomized, controlled phase 3 clinical
trials (one in type 1 patients and one in type 2 patients) to assess pulmonary safety of the nextgeneration inhaler (Dreamboat) and to provide a direct head-to-head comparison of the
Dreamboat and the first-generation inhaler (MedTone). (No details have been provided on the
nature of the FDA’s pulmonary concerns, but we speculate they involve pulmonary function
and/or cancer.) MannKind has proposed adding 75 patients using the MedTone inhaler to each
Affinity study (Affinity-1 in type 1 patients and Affinity-2 in type 2 patients). Management
suggested that this would be feasible given currently available MedTone supplies. Recruitment for
these studies is expected to require at least six months and the time required from screening
through the completion of the studies is expected to be approximately six months as well.
Following completion, MannKind estimated that assembling the resubmission of Afrezza will take
between two and three months. Therefore, assuming the FDA signs off on MannKind’s proposed
modifications to the Affinity trials, the company may be able to formally resubmit Afrezza by mid2012 (with a PDUFA date in late 2012 or early 2013). As of this writing, the company’s end-ofreview meeting with the FDA is scheduled for May 4, 2011, following a rescheduling that occurred
in anticipation of possible government shut-down in April. We look forward to a regulatory
update on the outcome of this meeting shortly after it occurs.
On the operations front, the company is conducting a detailed internal review of projects and
spending priorities. In an effort to focus on obtaining approval for Afrezza, MannKind has
reduced its workforce by approximately 41% (179 employees), which will reduce payroll spending
by roughly 33%. Management stressed its view that this reduction will not negatively affect the
Afrezza development program. On the financial front, cash, cash equivalents and marketable
securities were $70.4 million at the end of 2010, compared to $98 million at the end of 3Q10 and
$30.8 million at the end of 2Q10; the company believes it can fund operations through the end of
2011. Presumably, CEO Al Mann is not willing to fund the company indefinitely: “Well, I can’t
make a commitment at this point. Obviously, I believe in this product and I have invested a lot in
it because I believe in it, and I have to find a solution to it.” We assume his level of commitment
will depend on the tone and results of the FDA meeting, and plans for a possible submission in
Europe also remain to be determined.

§

Neurocrine – No updates provided on GPR119 agonist development program with
Boehringer Ingelheim: In a February 10 call led by CEO and President Kevin Gorman,
Neurocrine Biosciences reported 4Q10 and full year 2010 financial results. Management briefly
noted that “great progress” had been made in its collaborative GPR119 agonist development
program with Boehringer Ingelheim, but they provided no guidance on when clinical
development could begin. Other companies developing GPR119 agonists include GlaxoSmithKline
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(GSK1292263, phase 2), sanofi-aventis/Metabolex (MBX-2982, phase 2), and OSI
Pharmaceuticals (PSN821, phase 2). Financially, the company posted another “good quarter,”
with a 4Q10 net income of $2.5 million versus a net loss of $7.9 million in 4Q09, resulting in an
overall improvement in net loss in 2010 to $8.0 million from a 2009 net loss of $51.o million.
Driving these improved financial results was revenue recognized through the company’s
partnerships with Boehringer Ingelheim and Abbott (to develop a GnRH agonist for the treatment
of endometriosis), both formed in June 2010. In 4Q10, Neurocrine recognized a combined
revenue from both partnerships of $8.5 million from the amortization of up-front license fees and
$4.4 million from internal and external research and development expenses (revenue from each
partnership was not broken out). In 2010, recognized revenue from both partnerships was $19.6
million from the amortization of up-front license fees and $10.9 million from internal and
external research and development expenses. Neurocrine ended 2010 with cash, investments, and
receivables of $135.1 million.
§

Sanofi-aventis – Diabetes division records $5.7 billion in 2010, up a reported 14%;
2Q11 launch for BGStar and iBGStar in EU, slightly delayed: In a February 9 call led by
CEO Chris Viehbacher, sanofi-aventis announced 4Q10 and full year 2010 results. The Diabetes
division recorded strong sales at €4.3 billion ($5.7 billion) in 2010, growth of 14.2% as reported
and 9.2% operationally from 2009. 4Q10 sales were also strong at €1.1 billion ($1.5 billion), up
year-on-year by 17.3% as reported and 8.8% operationally. The beginning of 2011 marks the end
of the first year of operations for the Diabetes division, which was created with the goal of
overtaking Novo Nordisk in total diabetes sales. Despite the strong growth observed this year, the
company still lost ground to Novo Nordisk, which posted a very impressive $8.1 billion (22%
reported growth) in total diabetes sales in 2010, positioning sanofi $2.4 billion behind Novo
Nordisk in sales compared to $1.9 billion behind in 2009. Lantus had another strong year, with
total sales of €3.5 billion ($4.6 billion), a reported growth of 14% from 2009 and an operational
increase of 9.1%. Lantus again remained the overall top-selling global diabetes drug, surpassing
total sales of Takeda’s Actos franchise ($4.4 billion) and of Merck’s Januvia franchise ($3.3
billion). In the fourth quarter, sales of blockbuster Lantus reached €894 million ($1.2 billion), up
17.2 % on a reported basis and 8.8% operationally since 4Q09, extending the streak of consecutive
quarters with over $1 billion in sales to seven. Sequentially, in Euros, Lantus sales again dropped
as they did in the third quarter of 2010. We think this slight decline may reflect competition from
incretins, particularly Novo Nordisk’s Victoza.
Although few updates were provided on the R&D front, management emphasized that sanofiaventis strives to become the number-one company in diabetes by creating a holistic set of
product offerings for patients, ranging from glucose-lowering therapies, to treatments for
complications, to tools like blood glucose meters. While little thus far has differentiated sanofiaventis’ GLP-1 agonist lixisenatide (which we understand will be marketed under the name
‘Lyxumia’) from its competitors, management intends to use the compound to increase the
comprehensiveness of their diabetes product portfolio. Also, lixisenatide could become the first
GLP-1 agonist with a cardioprotective claim, pending positive data from the ELIXA outcomes
study (expected to complete in 2013). Lixisenatide remains on track for regulatory submissions in
Europe and Japan in 2H11, and in the US in 2H12. On the device front, sanofi-aventis received CE
mark approval for the iBGStar in Europe, and, notably, submitted a dossier for the iBGStar to the
FDA in 4Q10. Management stated that the company now intends to launch the BGStar and the
iBGStar in 2Q11 in the EU; no timelines were given for individual countries. The new 2Q11
timeline represents a delay from previous guidance that the two meters would launch in the US,
France, and Germany in 1Q11, the rest of Europe later in 2011, and in Asia and Latin America in
2012. Of additional note, sanofi-aventis appears to have dropped its novel non-TZD insulin
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sensitizer SAR176975, although it may be in preclinical testing and not listed on the current
pipeline.
§

BD – Pen needle sales drive 6.1% Diabetes Care growth in F1Q11; BD continues to
benefit from very strong Nano launch: In a February 8 call led by President Vincent
Forlenza, BD reported on first quarter of fiscal year 2011. Global Diabetes Care revenue for F1Q11
totaled $213.9 million, up 6.1% as reported and 6.1% operationally from $201.5 million in F1Q10,
a relatively challenging comparison as revenue had grown 12.0% a year earlier. US sales came in
at $99.6 million, up 3.1%, and international sales were $114.3 million, up 8.9% on a reported
basis and 8.8% operationally. Impressively, BD experienced strong growth in emerging markets,
which, notably, now account for 20% of the company’s revenue. Management named Diabetes
Care as the highlight of an otherwise lackluster Medical sector, which rose 2.1% operationally
after adjusting for unfavorable flu pandemic comparisons. In management’s view, Diabetes Care
will clearly be a growth driver in the Medical segment during the rest of FY11. BD has a lot of
diabetes-related activity in the coming quarters (and years), including the strong ongoing debut of
the 4 mm x 32G Nano pen needle, the launch of a next-generation safety pen needle in the second
half of the fiscal year, and the company’s still-stealthy move into insulin delivery. (We believe
patients using the Nano are likely changing the pen needle more often than with longer, wider
needles, though we have no formal data on this yet.) No formal timeline has been given for the
launch of pump infusion sets or microneedles (both of which are part of BD’s ongoing partnership
with JDRF); the company implied in its most recent earnings report that it would release pump
products within the fiscal year. We continue to look forward to the company’s innovations in
insulin delivery, although we expect that its pen and syringe products will continue to remain
BD’s main sources of revenue within diabetes for some time to come.

§

Transition Therapeutics – No new updates provided on dual GLP-1/glucagon
receptor agonist program: On February 7, in a call led by Chairman and CEO Tony Cruz,
Transition Therapeutics reported financial results for the first quarter of fiscal year 2011. No new
updates were provided on the company’s preclinical dual GLP-1/glucagon receptor agonist
candidates TT-401 and TT-402. As in the previous quarter, Cruz highlighted the ability of the
compounds to provide reductions in blood glucose levels similar to those of current GLP-1
agonists with the added benefits of additional weight loss and greater improvements in lipid
profiles. The company is still performing preclinical stability and toxicity studies, and guidance
given during Transition’s F4Q10 call indicated that TT-401 was expected to enter phase 1 studies
in 3Q11. As a reminder, both compounds were in-licensed from Eli Lilly in March 2010 for an
upfront payment of $1 million, and Eli Lilly retains the right to reacquire the compounds until the
end of phase 2 studies. We note that dual-agonist drugs for the treatment of type 2 diabetes are
also being investigated by Roche (Marcadia), with the GLP-1/GIP agonist MAR-701 (phase 1), and
Amylin/Biocon, with their preclinical program aimed at developing peptide hybrid molecules
with dual-agonist activity (specifics have not been given on the components of the program’s lead
compound A1c165198, which is expected to enter phase 1 trials in 4Q11).

§

Cellnovo – Raises £30 million ($48.4 million) in Series B financing: Cellnovo
announced on February 4 that it has raised £30 million ($48.4 million) in its Series B financing
round. Edmond de Rothschild Investment Partners led the round, which included Forbion
Capital Partners, Auriga Partners, NBGI Ventures, and Credit Agricole as well as Series A
investors Advent Venture Partners, HealthCare Ventures, and NESTA. With the funds, Cellnovo
plans to commercialize its “mobile diabetes management” system and expand to markets
worldwide. Targeted mainly at type 1 patients, the system includes a semi-disposable patch pump,
a touchscreen handset with built-in blood glucose meter and downloadable apps (e.g., to log diet
and activity), and a secure online portal to allow real-time viewing by healthcare providers and
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family members. (The company’s products are often compared to Apple’s because of the broad
focus on user experience as well as the similarity between its handheld device and the iPhone.) At
last year’s ATTD in February 2010, we reported that the London-based company planned to go to
market in the UK in early 2010 and in the US by the end of 2010; however, the system has not yet
gained regulatory approval in any countries. According to a December 2010 IN VIVO article
posted on Cellnovo’s website, the company is now targeting UK launch for 2011 and US launch for
late 2011 or early 2012, both pending regulatory approval. In the meantime Cellnovo is
expanding: the Careers section of its website includes a slew of postings. We expect new additions
to the management team to be strong, given the company’s track record of recruiting experienced
talent from across the healthcare and mobile communications industries. (CEO Bill McKeon
previously worked at Medtronic as VP of Strategy and Emerging Technology, VP of
Manufacturing Michael Graves formerly led manufacturing at Novo Nordisk, and VP of
Development Tony Martin has headed mobile development teams at AT&T/Lucent and Nortel.) If
the pump works well, Cellnovo will have answered a key request from patients (in particular those
not yet pumping) – “give me a pump that doesn’t look so much like a medical device and looks
more like an iPhone.” As we have seen over the past decade in particular in pumps, competition
drives innovation (Animas, Insulet). The devil is in the less glamorous and highly costly details to
be sure (customer service, manufacturing, etc.). A lot has to go right to start a successful new
pump company, but we’re impressed to date with Cellnovo’s product, strategies, and ability to
pull in fuding in this financial climate.
§

Takeda – Slight 1% quarterly gain in Actos franchise; Takeda engages in two
industry-academia partnerships for obesity drug discovery; seeks to submit
alogliptin in US this year: On February 3, Takeda announced its F3Q10 financial results in a
presentation led by Senior Vice President of Finance and Accounting Hiroshi Takahara.
Worldwide Actos sales increased slightly to 97.4 billion yen ($1.18 billion), up 0.6% from 96.8
billion yen ($1.08 billion) in F3Q09. This is the sixth consecutive quarter Actos sales have
surpassed the $1 billion mark, even with negative TZD publicity in 2010. Notably, US Actos sales
increased to $897 million, an 11% year-over-year increase from $811 million in F3Q09 sales.
Meanwhile, other regions of the world (except Japan) also experienced year-over-year growth. We
suspect that the restriction of Avandia in the US market and its removal in Europe is a
contributing factor in Actos’ observed sales growth. Takeda’s estimate for the timing of
pioglitazone generics (August 2012) remains unchanged, so we assume the company has six full
quarters of Actos sales left. Nesina (alogliptin) brought in sales of 1.3 billion yen ($15.8 million) in
F3Q10 (its second full quarter on the Japanese market), up slightly on a sequential basis from 1.1
billion yen ($12.8 million) in F2Q10. Currently, the drug is allowed to be prescribed only for 14
days. (Per Japanese regulation, for new products containing newly approved molecules, the
quantity per patient is limited to 14 days treatment upon launch. This restriction will be lifted in
July, when one year has passed since the NIH pricing approval.) Nesina’s other early challenges
include a lack of indication for use in combination with sulfonylureas and metformin, as well as
competition with Merck’s Januvia (sitagliptin) and Novartis’ Equa (vildagliptin, marketed as
Galvus outside Japan). On the other hand, the fact that the Japanese market should have three or
more DPP-4 inhibitors will also mean more marketing for the class.
On the obesity front, Takeda highlighted its two recently formed industry-academia partnerships
for obesity drug discovery and evaluation. Notably, Takeda and its academic partners will be
exploring both peripherally and centrally acting therapies. In addition, Takeda appears to remain
committed to following through with the development of Contrave in partnership with Orexigen.
(This seems like an easy decision, given that Orexigen bears responsibility for any pre-approval
costs, including the newly required CVD outcomes trial.) No update was provided on Takeda’s
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other diabetes and obesity pipeline candidates – ATL-962 (phase 3; cetilistat [oral lipase
inhibitor]), AC-137164594 (phase 2; pramlintide/metreleptin) TAK-875 (phase 2; GPR40
agonist), SYR-472 (phase 2; DPP-4 inhibitor), TAK-428 (phase 2; neurotrophic factor production
accelerator), and TAK-329 (phase 1; glucokinase activator) and no changes were announced on
these therapy’s timelines. We did learn that Takeda intends to submit alogliptin to FDA later in
2011 with interim data from its long-term CVD outcomes trial EXAMINE.
§

GSK – Avandia franchise sales fall 74% to $80 million in 4Q10 and 43% on year;
legal costs rise again in 4Q10: In a February 3 call led by CEO Andrew Witty, GSK reported
results for 4Q10 and full-year 2010. Worldwide Avandia franchise sales in 4Q10 fell to £49
million (~$80 million), down 74% on a reported basis and 76% operationally from 4Q09. Fullyear 2010 Avandia sales were £440 million (~$682 million), a decline of 43% from 2009. 4Q10
US sales of £40 million (~$64 million) dropped 63% year-over-year, and international sales of
£9 million (~$16 million) were down 89% from 4Q09. US 2010 sales were £237 million (~$367
million), down 44% from 2009, and international sales were £203 million (~$315 million), a
decline of 41% from 2009. Sequentially, global sales in 4Q10 fell by 30% and international sales
fell by 76%, while US sales actually increased sequentially by 21% from 3Q10. We find this
revenue increase somewhat surprising, though we note that the FDA restrictions announced on
September 23 have yet to take effect, except in a recently announced labeling change. Still, these
sales are still a dramatic (~10x) decline from Avandia’s peak in 2Q06, when the drug generated
£477 million ($871 million) in sales overall with £356 million ($650 million) in the US alone.
Avandia’s most costly impact involved the product liability lawsuits facing the company. GSK set
aside a total of £4.0 billion (~$6.2 billion) for “legal and other” disputes in 2010, including a £2.2
billion (~$3.4 billion) provision for 4Q10. Management noted that the 4Q10 costs stemmed
primarily from Avandia cases and an investigation by the US District Attorney in Colorado into
GSK’s sales and promotional practices for several drugs. As a reminder, in 2Q10 GSK set aside
£1.57 billion for legal charges after saying that it had settled a “substantial majority” of
outstanding Avandia claims, and in 3Q10 the company set aside another £82 million for
additional Avandia charges. The current provisions are designed to account for all current and
expected Avandia cases, but management cautioned again this quarter that new litigation might
still appear. During Q&A, they said that they have settled “more than half” of known Avandia
suits, which was unsettling to hear after the company’s announcement that a majority had been
settled in 2Q10. As in the previous two quarters, sales of alli (OTC orlistat) were not broken out.
(In April, GSK announced its plans to sell the rights to alli and 18 other over-the-counter brands.)
Management emphasized the strength of GSK’s late-stage pipeline, which includes phase 3
candidates albiglutide (Human Genome Sciences/GSK’s once-weekly GLP-1 agonist, “formerly
known as Syncria”) and otelixizumab (Tolerx/GSK’s anti-CD3 antibody for type 1 diabetes; see
report above for news on otelixizumab’s disappointing phase 3 results). All eight phase 3 trials for
albiglutide have now fully enrolled, and the first are set to complete in 3Q11. On a down note,
management said that GSK’s R&D workforce has been reduced to 11,300 (down nearly 33% over
the past few years), the company has closed six R&D centers within the last six months, and 60%
of R&D resources are now spent on late-stage development.

§

Merck – Januvia franchise hits $3.3 billion for 2010, driven by growth in
international markets and Janumet: In a February 3 led by CEO Ken Frazier, Merck
announced 4Q10 and full-year financial results. Worldwide revenue for the Januvia franchise
(consisting of Januvia [sitagliptin] and Janumet [sitagliptin/metformin]) was $962 million, up
27% from $760 million in 4Q09. In 2010, the Januvia franchise had $3.3 billion in revenue,
representing a 29% jump from $2.6 billion in 2009. Januvia’s worldwide revenue was $675
million in 4Q10, up 21% from $558 million in 4Q09, and its US sales of $425 million represented
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a 9% year-over-year increase from $390 million in 4Q09. Januvia (without Janumet) reached
$250 million just in ex-US markets (annualizing at $1 billion) in 4Q10. Januvia ended 2010 with
$2.4 billion in sales (66% from the US), up 24% from $1.9 billion in 2009. Worldwide Janumet
sales were $288 million in 4Q10, a 42% jump from $202 million in 4Q09, and its US sales were
$164 million in 4Q10, growing 21% from $136 million in 2Q09. Overall, sales were driven by
impressive growth in international markets for Januvia (49%) and Janumet (86%) as well as
continued growth in the US. Janumet ended the year with $953 million in worldwide revenue
(60% from the US), up 45% from $658 in 2009. We understand that 4Q10 tends to be a positive
quarter for Merck, in light of wholesaler inventory buying. Still, base-case Januvia franchise sales
appear very strong. Given the positive 4Q10 and full year results, we believe the Januvia franchise
is certainly poised to join the ranks of Takeda’s Actos and sanofi-aventis’ Lantus in 2011, with
over $1 billion in quarterly revenue. Meanwhile BMS/AZ’s Onglyza (saxagliptin) showed signs of
gaining traction, with sales of $73 million in 4Q10.
Management attributed US growth of Januvia to patients switching from Avandia and the
company’s recent strategy to focus promotion efforts on high prescribers of sulfonylureas. They
also said that the growth of the Januvia franchise in EU is driven by the continued rollout of
Janumet and additional indications for Januvia. Notably, the Japanese regulatory agency has
lifted the “two-week prescription limitation” on Januvia, which management reported
contributing to the 17% market share (presumably in the oral antidiabetic market). While Merck’s
President of Global Human Health, Adam Schechter, mentioned that Januvia now holds the
“market leadership position” in Japan, we note that Takeda recently launched Nesina (alogliptin)
in June 2010, with an indication for use in combination therapy with an alpha-glucosidase
inhibitor (commonly used in Japan). Still, we think it will be hard for Takeda to catch Merck.
Disappointingly, no mention was made of the company’s recent acquisition of SmartCells, an
MIT-spinout developing a glucose-dependent insulin.
§

Biodel – No new updates on timeline in F1Q11 call; FDA agrees to allow Biodel to use
Humalog as comparator in future pivotal studies: On February 3, Biodel released its
F1Q11 results in a call led by CEO Errol de Souza. In F1Q11, Biodel reported a net loss of $5.3
million, down from a net loss of $11.1 million in F1Q10. R&D expenses were $5.5 million in F1Q11,
compared to $8.8 million in F1Q10. As management noted, the observed decline in the company’s
R&D spend was mainly due to reductions in clinical and manufacturing expenses, as well as $1.2
million in research grants through the IRS’ therapeutic discovery tax credit program. General and
administrative expenses totaled $2.6 million for the quarter, a slight increase from $2.4 million in
F1Q10. Biodel ended the quarter with $22.3 million in cash, cash equivalents, and restricted cash,
down from $39.6 million a year ago. In line with its previous estimates, management projected
that Biodel’s cash will be able to sustain the company’s operations until March 2012 (assuming its
outstanding 2.4 million warrants are converted).
On January 28, 2011, Biodel met with the FDA to discuss its complete response letter for Linjeta
and the path forward for the company’s ultra-rapid-acting insulin program. Notably, the FDA
agreed to allow Biodel to use Humalog as the comparator in its future pivotal trials, which should
help recruitment efforts in the US and Europe. As a reminder, the use of regular human insulin as
the comparator in Linjeta’s pivotal trials hindered recruitment in the US and Europe, as many
patients did not want to risk being randomized to use human insulin when rapid-acting prandial
insulins were readily available on the market. We believe results for Linjeta would have been very
different had analogs been used as the comparator (de Souza hedged when asked to confirm that
the FDA had required regular insulin as the comparator earlier). During the meeting, the FDA
clarified key Chemistry, Manufacturing, and Controls (CMC) issues, including shelf life
expectations and the path forward on how to resolve the good manufacturing process issues
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associated with Biodel’s outsourced clinical manufacturing organizations, which are currently
operating under warning letters. Biodel plans to advance at least two follow-on formulations into
clinical trials (the company will no longer be pursuing the original formulation of Linjeta);
however, no new updates were provided on developmental timelines. As a reminder, the company
has said it intends to complete a phase 1 proof-of-mechanism study examining PK and tolerability
in 2Q11 and complete phase 1 proof-of-concept pharmacokinetic/pharmacodynamic studies in
2H11 in order to select the best formulation to advance into phase 2 studies in 1H12. Biodel will
limit funding for its other pipeline candidates (an extended glargine, a glucose-sensing [smart]
basal insulin, stabilized glucagon, and a sublingual insulin [VIAtab]) to preclinical and phase 1
studies until they are able to partner the compounds or until Biodel has additional resources.
§

Alkermes – Management reaffirms confidence in Bydureon during F3Q11 call; no
further updates provided on Bydureon resubmission process: On February 3, in a call
led by CEO Richard Pops, Alkermes reported financial results for the third quarter of fiscal year
2011, which ended December 31, 201o. Management briefly touched upon the status of Bydureon
during the prepared remarks, stressing their continued confidence in Bydureon’s ability to
become a “game changer” for individuals with type 2 diabetes despite the candidate once-weekly
GLP-1’s most recent regulatory setback in October. As announced during Amylin’s 4Q10 call, Pops
reiterated that Amylin had recently received approval for the proposed exenatide tQT study
design from the FDA and that this study would be initiated sometime in February, positioning
Amylin to resubmit Bydureon to the FDA in 2H11. Assuming the resubmission is classified as a
Class 2 submission (six-month review) and the tQT study and resubmission are executed as
planned, the next PDUFA date for the candidate drug will fall in 1H12. Importantly, a decision
from the EMA on Bydureon is also pending and is expected in 1H11. We view this decision as
particularly important. An approval would reinforce the current view by many that the
environment at FDA is toxic from multiple respects and that public health isn’t being optimally
served.
Alkermes recorded a slight loss on the manufacturing of the polymer for Bydureon in F3Q11, with
quarterly revenue of $0.6 million and costs of $1.o million. However, CFO James Frates
underscored the favorable financial terms of Alkermes’ partnership with Amylin over Bydureon,
emphasizing again that the company would incur no further costs for any remaining development
and commercialization activities and that Bydureon should become a major source of revenue
stream in the years to come. If approved, Alkermes will receive $7 million milestone payments for
each of the first sales in the US and EU as well as 8% royalties on the first $40 million of units
sold per year and 5.5% royalties on any additional units sold each year. Although much further
down the road, management also indicated that the company would also collect royalties on
future sales of the exenatide once-monthly candidate currently in phase 2 studies (see report
above for results), which also uses the Alkermes’ Medisorb extended-release technology.

§

Eli Lilly – Signs agreement with JDRF to fund preclinical research on beta cell
regeneration: On February 3, Eli Lilly and JDRF signed an agreement to fund early-stage
research on regenerative therapies for type 1 diabetes. The research will focus on understanding
the process of reprogramming selected cells into insulin-producing cells with the hope of
discovering targets and/or therapies that trigger beta cell regeneration. Such regenerative
therapies, when used alongside an immune modulating therapy that blocks the autoimmune
attack of beta cells, may allow people with type 1 diabetes to restore endogenous insulin
production and even regain insulin independence. The organizations have agreed to provide a
three-year $1.4 million grant to support preclinical research led by Dr. Pedro Herrera (University
of Geneva, Switzerland, Geneva) in collaboration with Lilly researchers. Notably, previous
research carried out by Dr. Herrera has demonstrated the ability of pancreatic alpha cells to
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spontaneously convert into beta cells, highlighting alpha cell reprogramming as a potential
strategy to regenerate beta cells in people with diabetes.
Altogether, work in beta cell regeneration remains in early-stage development. While several
factors (including GLP-1 agonists, DPP-4 inhibitors, and Exsulin [Exsulin’s synthetic peptide
INGAP]) have regenerated islets and improved glucose control in animal models of diabetes,
these findings have been difficult to replicate in human trials. Nonetheless, several ongoing trials
continue to explore the regenerative effects of these and other therapies. Of particular note, a
JDRF-funded phase 2 trial in collaboration with Sanford Health is currently examining the
regenerative effects of sitagliptin (Merck’s Januvia) and lansoprazole (Prevacid), while Exsulin is
currently recruiting for a phase 2 trial for its synthetic INGAP compound. Another compound
expected to initiate clinical trials shortly is CureDM’s beta cell regenerative peptide Pancreate. In
mouse models of type 1 diabetes, Pancreate was able to improve glucose control, reduce insulin
requirements, and induce the generation of new islets. Sanofi-aventis acquired the exclusive
rights to manufacture, develop, and market Pancreate in April 2010 and has communicated plans
to initiate phase 1 trials in 2011.
§

Novo Nordisk – Diabetes care up 22% in 2010; Topline data reported for remaining
10 trials of Degludec and DegludecPlus: Novo Nordisk reported 4Q10 and full-year
earnings on February 2. In 2010, the company’s Diabetes Care business achieved sales of DKK
45.7 billion ($8.1 billion), a substantial 22% increase from DKK 37.5 billion ($7.1 billion) in 2009
(albeit an easy comparison as 2009 growth was just 4%). The primary drivers of growth were
noted as modern insulins (57% of growth as measured in local currencies) and Victoza (32% of
growth as measured in local currencies). Revenue from modern insulins reached DKK 26.6 billion
($4.7 billion) in 2010, up 24% from DKK 21.4 billion ($4.0 billion) in 2009. Revenue for Levemir
rose 32% to DKK 6.8 billion ($1.2 billion); revenue for NovoRapid rose 22% to DKK 11.9 billion
($2.1 billion); and revenue for NovoMix rose 20% to DKK 7.8 billion ($1.3 billion). During the
call, management highlighted Novo Nordisk as the global leader in the insulin market with a 51%
share of the total insulin market and 46% share of the modern insulin market. Victoza achieved
sales of DKK 2.3 billion ($413 million) in 2010, and finished the year with DKK 951 million ($156
million) in sales, up 36% on a sequential basis from DKK 700 million ($121 million) in 3Q10.
Management estimated that 75% of Victoza sales occur in the United States and 20% occur in
Europe (up from the 66% in the United States estimated in 3Q10), and in the US, Victoza has now
gained a 40% share of the expanding GLP-1 market when measured in total monthly
prescriptions (up from 35% in 3Q10). In contrast, Byetta sales have decreased in each quarter of
2010 relative to 2009 and totaled $560 million for the year (down 16% from 2009). For the first
time since 2006, sales of human insulins grew for the full year with revenue of DKK 11.8 billion
($2.1 billion), up 5% from DKK 11.3 billion ($2.1 billion). Finally, sales of protein-related products
(such as pens) experienced 12% growth in 2010 to DKK 2.2 billion ($393 million). Regionally,
sales growth was especially strong in North America in 2010 (comprising 62% of total growth)
due to the continued penetration of modern insulins and the performance of Victoza. Growth was
also notable in International Operations (comprising 24% of total growth) also due to modern
insulin penetration, especially in China. Management provided guidance for sales growth of 810% and operating profit of 15% in 2011; after a year of 22% growth, this estimate seems
disappointingly low.
Management provided several pipeline updates, including topline results of the 10 remaining
studies from the Degludec and DegludecPlus phase 3 programs. The company is planning to
submit Degludec and DegludecPlus in the US and EU in 2H11. Overall, Degludec once daily
demonstrated consistent reductions in nocturnal hypoglycemia. (Though these differences
achieved statistical significance in only NN1250-3579 and NN1250-3770, management
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emphasized that the pre-planned meta-analysis will provide a more statistically meaningful
assessment of hypoglycemia. Disappointingly, two trials (NN1250-3724, NN1250-3718)
comparing Degludec three times weekly to Lantus in type 2 diabetes did not meet the primary
endpoint of non-inferiority with respect to A1c reduction. Therefore, as we understand it, Novo
Nordisk will not include a three times weekly indication for Degludec in its regulatory filings.
Management also mentioned the development name for the Degludec pen on the call, PDS290;
the brand name will be announced shortly. Interestingly, this is the same pen that is used for
Novo Nordisk’s growth hormone Norditropin (the FlexPro pen). Notably, on the regulatory front,
the FDA indicated that the ongoing cardiovascular outcomes study for Victoza (LEADER) would
be sufficient to evaluate the cardiovascular safety of liraglutide for the treatment of obesity. As a
reminder, two phase 3 trials for liraglutide in obesity will be initiated in 1H11, including SCALE –
Obesity and Prediabetes (n=3,600), which will include a subset of patients with prediabetes
treated with liraglutide 3.0 mg for 160 weeks. This arm of the trial will continue an additional two
years beyond the two-year obesity trial in order to determine the ability of liraglutide to delay the
progression from prediabetes to overt diabetes. In addition, management said that the
Degludec/Victoza fixed ratio combination will enter phase 3 studies in 1H11 (since tightened to
May 2011): the phase 3 program will consist of two trials and approximately 2,000 patients.
Finally, management gave further updates on the status of the once-weekly GLP-1 analog: they
plan to decide between semaglutide and once-weekly liraglutide by mid-2012. The company also
announced that two phase 1 compounds had been discontinued, NN9925 (oral GLP-1 partnered
with Merrion) and NN9161 (anorexigenic peptide hormone analog for the treatment of obesity).
Novo Nordisk has another oral GLP-1, NN9924, which is partnered with Emisphere and remains
listed in the pipeline under phase 1 studies.
§

Allergan – LAP-BAND sales continue to decline: On February 2, Allergan announced its
4Q10 financial results in a call led by CEO David Pyott. Obesity Intervention (consisting of the
LAP-BAND, LAP-BAND AP, and ORBERA intragastric balloon systems) sales reached $60.9
million in 4Q10, a 9.9% decrease (9.8% decrease in local currencies) from $67.6 million in sales in
4Q09. Total sales in 2010 for the Allergan’s Obesity Intervention business were $243.3 million,
down 5.8% (7.0% in local currencies) from $258.2 million in 2009. As stated in previous quarters,
the recession still appears to be taking a toll on both the self-pay and insured markets in the US:
Allergan management estimated that the cash-pay segment of the market decreased 26% in 2010
to approximately 10% of the overall market, while the reimbursed market for all bariatric
procedures declined 3%. Management stated that as of 4Q10, the LAP-BAND has achieved a
stable market share of 73% of the gastric banding market. We remain curious to learn the extent
to which people with diabetes and at risk of diabetes may be moving toward other surgery options
that have higher diabetes resolution rates. Allergan’s Obesity Intervention products continue to
experience “modest growth” in numerous foreign markets (Europe, Latin America, and Canada);
however, 4Q10 sales were poor in Australia due to economic conditions. In Allergan’s guidance,
management forecasted a year-over-year drop in total Obesity Intervention net product sales to
somewhere in the range of $220 million to $240 million in 2011. Although management did not
provide any specific reasons for the projected decline, we assume that Allergan anticipates the
effects of the recession will continue to be the major factor driving reduced sales. Management
also discussed Allergan’s ultimately successful efforts to obtain an expanded indication for the
LAP-BAND in lower BMI individuals, which at the time was still pending (see report above). No
updates were provided on Ozurdex, Allergan’s potential treatment for diabetic macular edema
(Allergan expects to receive approval for the indication in 2013 at the earliest)

§

Sanofi-aventis – Reports positive topline results from the lixisenatide phase 3 trial
GetGoal-X, demonstrating non-inferiority against Byetta: On February 1, sanofi-aventis
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announced topline results for the third completed study in the GetGoal phase 3 program for
lixisenatide, the company’s once-daily GLP-1 agonist. The study, called GetGoal-X, compared
lixisenatide once daily and exenatide twice daily (Amylin/Eli Lilly’s Byetta) head-to-head in
individuals with type 2 diabetes (n=639) achieving inadequate glycemic control on metformin
alone. Although a detailed analysis was not provided, lixisenatide was found to meet its primary
endpoint of non-inferiority in A1c reduction, while significantly reducing the risk for
hypoglycemia (specific data on A1c reductions or baseline A1c were not provided). Just 2.5% of
patients in the lixisenatide arm reported symptomatic hypoglycemia compared to 7.9% of patients
in the exenatide arm. Additionally, the number of observed hypoglycemic events in the
lixisenatide arm was found to be six-fold less (8 vs. 48 events) than the number observed in the
exenatide arm. Results for the “other endpoints” were described as “broadly consistent” with
results observed previously with other GLP-1 agonist; presumably, these endpoints include weight
change, fasting plasma glucose, safety, and tolerability.
As a reminder, sanofi-aventis plans to file lixisenatide in Japan and the EU in 2H11 and in the US
in 2H12, placing a possible US approval in 2H13. Given the approval of a once-daily GLP-1 agonist
in many markets around the world already (Novo Nordisk’s liraglutide) and the possible approval
of Amylin/Eli Lilly/Alkermes’ exenatide once weekly (Bydureon) in Europe in 1H11 and the US in
2H12, the company will likely need to differentiate lixisenatide to significantly penetrate the GLP1 market. While the topline results from this head-to-head trial are favorable, making a firm
conclusions is difficult based on the limited data presented, and we look forward to seeing
detailed data regarding A1c reductions, incidence of confirmed hypoglycemia, weight loss, and
tolerability. Although lower rates of symptomatic hypoglycemia and observed hypoglycemia were
highlighted as benefits of lixisenatide over exenatide, how this latter endpoint was defined is
unclear. We do not believe that slightly lower rates of hypoglycemia will be enough to persuade
healthcare providers and patients to adopt lixisenatide, given the already low rates of
hypoglycemia with other GLP-1 agonists; according to data on their labels, exenatide and
liraglutide have hypoglycemia rates of 5.3% and 3.6%, respectively, when on a background of
metformin. We also note that, while non-inferior A1c reductions were demonstrated for
lixisenatide, LEAD-6 and DURATION-1 established superior A1c reductions to exenatide twice
daily for both liraglutide and exenatide-once weekly. More promising as differentiating factors for
lixisenatide will be the possibility of becoming the first GLP-1 agonist with a cardioprotective
claim (in 2013 lixisenatide’s CV outcomes trial ELIXA will be the first such trial for a GLP-1
agonist to complete) as well as the possibility of a lixisenatide/Lantus combination product.
However, Novo Nordisk also expects to develop a liraglutide/Degludec combination product, with
phase 3 studies slated for initiation in May 2011). Two other potential differentiators would be a
great pen and great marketing, and sanofi-aventis has shown before that it can deliver both.
§

Ipsen – Roche returns rights to taspoglutide; Ipsen to analyze Roche-generated data
before pursuing additional partner: In a call led by Chairman and CEO Marc de Garidel on
February 1, Ipsen reported 4Q10 financial results. Following Roche’s announcement earlier in the
day, Ipsen management confirmed that Roche had returned the rights to taspoglutide to Ipsen
following an extensive root-cause analysis on both the elevated rates of nausea and
hypersensitivity reactions that caused the suspension of the phase 3 T-emerge program for the
candidate once-weekly GLP-1 agonist back in September 2010. Neither Roche nor Ipsen provided
any details on the findings from this analysis or the exact reasons behind Roche’s decision to
return the compound versus pursue a reformulation. We assume Roche was unable to find a way
to sufficiently reduce the rates of one or both of these adverse events or that the solutions
(including possible reformulations) would have been too costly to consider, especially in light of
the more unpredictable, demanding, and costly regulatory environment for diabetes medications
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in recent years. Regardless, Ipsen will receive the full body of data generated by Roche, and
management communicated that after reviewing this data, they will consider pursuing relicensing opportunities; management made clear that the company will not undertake any further
development efforts by itself. Although a decision will not likely come for several months, we
believe that finding an additional partner for taspoglutide will prove challenging for a number of
reasons: 1) Because Roche has already made significant investments in the clinical development
program for taspoglutide, has provided licensing payments to Ipsen since 2003 (at least €110
million [$147.82 million] in value and likely much higher), and has conducted an extensive rootcause analysis, the decision to return the compound to Ipsen at this stage represents a nearcomplete drop in confidence among Roche’s scientists and management in taspoglutide’s
potential to be resurrected; 2) Any further development will likely carry with it very significant
expenses, especially if a new formulation is used, potentially requiring an entirely new clinical
development program (not to mention an eventual CV outcomes trial); and 3) Bydureon
(Amylin/Eli Lilly/ Alkermes’ once-weekly formulation of exenatide) will likely be approved and
well established in markets by the time taspoglutide could gain regulatory approval in 2015, at the
very earliest.
No other diabetes or obesity pipeline updates were provided by Ipsen management. The
company’s preclinical pipeline includes an 11-β HSD inhibitor for the treatment of metabolic
syndrome associated with high cardiovascular risk in obese patients as well as a GIP analog for
the treatment of diabetes and prediabetes. Ipsen also outlicensed its melanocortin-4 (MC4)
receptor agonist for the treatment of diabetes and obesity to Rhythm Pharmaceuticals in March
2010; the compound remains in preclinical development.
§

Biocon – Development updates for biosimilar insulins and further discussion on
oral insulin candidate IN-105: On January 19, Biocon announced F3Q11 financial results.
While the company did not disclose the performance of the Diabetology business as a whole, the
insulin portfolio grew by roughly 40% from F3Q10, with sales driven by Insugen, the company’s
recombinant human insulin that launched in India in 2004. Given the performance of the overall
branded segment, we believe the Diabetology business grew by over 30% in F3Q11. Management
highlighted the positive reaction from diabetes specialists to the launch of Insugen 100 IU vials in
F3Q11. At the recent JP Morgan Healthcare Conference, CEO Kiran Mazumdar-Shaw noted that
Biocon maintains a 10.8% share of the insulin vial segment in India and a 13.2% share of the
glargine vial segment by volume. (As a reminder, the vast majority of the Indian insulin market is
comprised of vials).
The majority of the call focused on the specifics of the recent Biocon/Pfizer deal and the
implications of the Indian phase 3 data for Biocon’s oral insulin candidate, IN-105. As a reminder,
Biocon plans to begin co-marketing insulin glargine and recombinant human insulin with Pfizer
in India in FY2012 (April 2011 – April 2012). The company also hopes to introduce its
recombinant human insulin into the German market “sometime” in 2013. The company is also
developing two pens, both scheduled to launch by June 2011: a reusable pen partnered with an
undisclosed company and a disposable pen partnered with Ypsomed. During Q&A, management
mentioned that the recruitment for human insulin trials in Europe has been slightly delayed and
has pushed the expected EU submission to mid-2012. Management estimated the market
potential of its insulins in “non-regulated” markets (to be launched by Pfizer) to be between $100
million to $200 million. Regarding biosimilar insulin glargine in Europe, Biocon hopes to
commence clinical trials “sometime” this year, as the patents for sanofi-aventis’ Lantus in Europe
are set to expire in 2014.
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Despite failing to meet the primary efficacy endpoint of an A1c reduction of 0.7% (from a baseline
of 8.5%) in a recent phase 3 trial for IN-105 oral insulin in India, management emphasized the
safety and postprandial glucose-lowering effects of IN-105. Mazumdar-Shaw emphasized that a
larger-than-expected placebo effect (due to increased testing) may have masked the treatment
effect. Overall, assessing the safety and efficacy of IN-105 is difficult without additional basic
details, such as the reduction in A1c and postprandial glucose, the definition and incidence of
“clinical hypoglycemia,” and the average daily testing frequency by arm. We look forward to
learning more, including how IN-105’s efficacy would compare to currently available prandial
insulins. Nevertheless, Biocon is moving forward with the development of IN-105, which includes
enrolling patients in a trial of IN-105 in type 1 diabetes. The study is expected to report in mid2011. On the commercial front, the company is planning to initiate partnering discussions
immediately and hopes to secure a global partner within six months; our understanding is that
Biocon will advance IN-105 in the US only once it has found a partner.
— by Ben Kozak, Joseph Shivers, Sanjay Trehan, Vincent Wu, and Kelly Close

4. Conference Pearls: 7th Annual Clinical Diabetes Technology Meeting
April 8 – 9, 2011 • Philadelphia, PA
Dr. David Klonoff’s 7th Annual Clinical Diabetes Technology Meeting lasted just two brief days in the
city of brotherly love, but featured some excellent speakers and useful clinical information for attendees.
One major theme from the conference was a call to bring technologies and therapies to non-traditional
populations. On the device side, Dr. Bruce Bode gave a positive review of the utility of pumps in people
with type 2 diabetes, while Dr. Frank Schwartz made a compelling case for the value of CGM in these
patients. We recall when pumps and CGM gained clinical acceptance for pediatric patients and –
though it seems like ages ago – in anyone with type 1 diabetes; we are excited to see the field recognizing
technology’s relevance in type 2 patients as well. Kudos to the organizers for putting together an
excellent patient panel on CGM; their discussion on nuances of CGM was most valuable – this
represented some of the best learning of the meeting in our view.
§

Incretin therapies are also breaking new ground: We appreciated Dr. Robert Gabbay’s
balanced talk on incretins solely for prediabetes and weight loss. Given the growing uptake of
Victoza by diabetes specialists and primary care providers, we think that once-daily and less
frequent injectable drugs would be well received pending favorable late-stage trial data. Also of
note was the session on metabolic surgery, especially given the IDF’s recent position paper on this
topic. Surgery champion Dr. Walter Pories shared new data suggesting that gastric bypass’s main
benefit is to reduce high insulin levels, meaning that hyperinsulinemia might cause insulin
resistance, rather than the reverse.

§

We were also reminded of some of the problems associated with diabetes devices
and drugs, especially those involving the FDA. Ex-FDA regulator Dr. Zan Fleming shared
elegant suggestions of how the agency can foster a better risk-benefit balance, Dr. Bruce
Buckingham lamented the regulatory opposition to the Medtronic Veo, and, during a debate on
whether mechanical or biological therapy would succeed first in type 1 diabetes, both Dr. William
Tamborlane and Dr. Horacio Rilo cited the FDA as a major roadblock to their respective
approaches.

§

The patient panel of CGM users also raised several challenges with their devices,
especially with regards to reimbursement, alarms, and lack of integration with
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pumps. Nonetheless, all seven individuals expressed their strong attachment to CGM therapy,
and all told compelling stories of how CGM had improved their lives with diabetes. We think that
in the long run, this sort of strong user demand will overcome regulatory inertia on both devices
and drugs; we just hope that the day comes sooner than later.
§

Lastly, during the poster session, Jennifer Matson presented an abstract on the
performance of Bayer’s continuous glucose monitoring (CGM) system in a sevenday home-use study of adult patients with diabetes (n=20). All patients successfully
inserted the sensor on the first attempt and successfully performed the first calibration one hour
later. The sensors lasted for four days in 18 out of the 20 subjects and for the full seven days in 14
of 20 subjects. Three sensors failed due to software errors, and three due to adhesive failure (in
order to test the adhesive strength, no additional tape was used). The CGM system showed
promising agreement with both YSI reference values taken on day seven and Contour blood
glucose meter readings taken throughout the study (100% and 98.5% of data pairs in the A+B
zones of the Parkes Consensus Error Grid, respectively). No data were lost due to communication
errors between the sensor module (transmitter) and CGM monitor (receiver). We were excited to
see Bayer debut its CGM system at this year’s ATTD, where the company gave top-line results
from the seven-day study. As we understand it, Bayer has not submitted further abstracts at any
other conferences in the near future, and it has not announced a timeline for regulatory
submission.

PATIENT PANEL OF CGM USERS
Pantea Minnock, RN, MSN, CRNP, CCRP (Children’s Hospital of Philadelphia, PA), Irina
Nayberg, RN, CDE, BSN (Mills-Peninsula Health Services, San Mateo, CA), & Cheryl Marco,
RD, CDE (Thomas Jefferson University, Philadelphia, PA)
Q: Can everyone please introduce themselves?
Cheryl Holland, RD, CDE, CPT (Children’s Hospital of Philadelphia, Philadelphia, PA): 15 years of type 1
diabetes, Abbott Navigator for four years, which I wear all the time. I also wear a pump. I’m a diabetes
educator at CHOP.
Toby: 35 years of diabetes. I wear a Paradigm pump and the Medtronic sensor 24/7.
Anton: Eight years of diabetes. I wear a Medtronic pump, and I’ve had the sensor for two years. I wear it
quite often and often take three-day breaks in between.
Vassily: Just over 20 years of diabetes. I do MDI with Novolog and Lantus. I’ve worn a Dexcom Seven
Plus for almost two years.
Julie: 13 years of diabetes, Medtronic Revel pump for the last nine months. I wear the sensor all the time.
Stacy: 20 years with diabetes. I wear a Medtronic 722 and a Dexcom sensor that I never take off.
Christie: My son Cameron was diagnosed in October 2009, and three months later we got a pump. He
wears the Dexcom sensor about one week per month.
Q: It sounds like most of you wear your sensor all the time. Anton, why do you take breaks?
Anton: I wouldn’t say it’s inconvenient to wear, but sometimes at high levels of activity the patch comes
off. I try to time it so that if I have a few lacrosse games in a row, I’ll take it off and manually monitor my
blood glucose more closely.
Q: What was the main reason you started using a sensor? Has the need for going on the
sensor been met?
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Cheryl: I started on the sensor for pregnancy. It made pregnancy a million times easier. Seeing numbers
every one to five minutes has been huge.
Toby: I have insensitivity to highs and lows because of the duration of my diabetes. To see the numbers
whenever you need them is such an empowering thing. To see that you are dropping like a rock or going
up with double arrows—it’s been tremendous.
Vassily: I had two seizures and both happened while I was sleeping. My Mom gave me glucagon and I was
okay, but it was clear that the sensor would help me at night.
Anton: I was a bit stubborn and I’ve had diabetes for 20 years. I didn’t test that often, especially in college
in New Orleans! About two years ago, I took insulin twice by accident, before my meal and after my meal.
I had to self-administer glucagon before passing out. My Dexcom has been on ever since and it’s a
lifesaver.
Julie: I was diagnosed in the late 1990s, back when the CGM was attached to you and you couldn’t see the
graph. I will say that my first 2.5 years with it was terrible. Doctors didn’t understand the point of it and
didn’t use the graph or know the point of it. I would wear it for a little while then stop. It really wasn’t
useful. But later I realized my biological clock was ticking and I needed to get a CGM again.
Stacy: I started using it for pre-conception planning because it was hard to get the numbers down without
the CGM. With that said, I couldn’t live without it now, especially at night. There are lows, there are highs,
no matter how hard you work. It met its original purpose, but it’s got new ones now.
Christie: Cameron is only five, and he was four when he was diagnosed. Although his A1c is good, his
sugars are erratic. He hit a couple lows, hitting 30 mg/dl, but luckily he’s never had seizures or passed out.
His sugars were just so erratic. And he couldn’t communicate as a five-year old. With hypoglycemia, what
you see as a parent is irritability and impulsivity, behavior that can be like a typical five-year old. We
decided to put him on the CGM to help us hone in on his basal rates and that really helped. He had caught
a couple of really bad lows when he was at school and I wasn’t there.
Q: Can you identify any changes in your glucose control as a result of wearing the sensor?
Cheryl: I’m a dietitian, and probably the most significant effect on me is on how I eat, based on seeing my
postprandial glucose rise. The sensors can alert you when you are rising significantly or not, and I’ve
learned a lot about how different foods affect my control. Another thing is exercise – I’m the sort of
person that if I walk an extra five minutes, I crash. Also, after exercise I can see the effect even hours later.
Toby: For me, it’s more control than my type A personality could get any other way. My A1c has come
down, and it has helped me be less type A about what I write down and observe. Sometimes I know I’m
stressed and my sugar drops like a rock, and other times it rises crazily. It’s different for everybody, and
it’s different from day to day. The sensor has helped me stay on top of it all.
Anton: I travel a lot, and I like multicultural food. I’m not a dietitian, but the sensor has helped me notice
which foods I react to a certain way – whether my blood glucose rises quickly or over the long term.
Vassily: My A1c has fallen from 8.5% to 6.5% or 6.6%. I’ve also modified behaviors, taking insulin before I
eat rather than after – things I couldn’t have done without the data. I’m a very data-driven person, and I
don’t know how someone could survive diabetes without this type of brain or the data.
Julie: I don’t have that type of brain, and I’ve survived. CGM has not modified my eating behaviors, but it
has modified how I react to things. I will bolus before meals, and I’ve learned several tricks that have
helped me. Using the sensor and having people help me, I have dropped my A1c a full point, to the midsixes. Before CGM I didn’t realize what everyone was talking about with postprandial glucose; I thought it
comes up and goes down – I didn’t realize that it stays up for three-to-four hours. This has helped me to
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use the information and lower my A1c. For instance, if I exercise first thing in the morning before I eat,
the sensor reading actually goes up.
Stacy: I also tend to go up with exercise. The other day I went in the afternoon instead of in the morning,
and I saw lows at bedtime; it was scary. With CGM I was able to maintain my A1c in the mid-fives through
my pregnancy. I was 5.8% before my daughter, and my most recent test was 6.3% – not too bad. On a
more personal side, I have more independence. When I am driving, I feel less worried about where my
numbers are, since I have the CGM on the dashboard in front of me. I am more stress-free when I am by
myself.
Julie: My husband sleeps better because we both wake up to the alarm, instead of him keeping a vigil.
Stacy: I tell my husband so many times: “Check Dex, just check Dex!”
Christie: I don’t know how much it’s helped control. There’s been no dramatic decrease in his A1c, but it
has helped us to catch lows.
Catherine Carchidi, RN, BS, MS, CDE, CPT (Children’s Hospital of Philadelphia, Philadelphia, PA): (From
the audience) That’s ‘cause his A1cs are good!
Christie: Yes! Thank you, Cathy!
Q: A show of hands, who looks at their data retrospectively, downloading?
[Entire panel raises hands]
Q: What don’t you like about your sensor? What obstacles are there?
Cameron: I don’t like anything. [Laughter]
Christie: The thing we don’t like is that Cameron has to have an insertion in two places, one for the pump
and one for the monitor. And he has to carry around two devices. Sometimes it gets to be cumbersome.
[Cameron whispers to her.] Yes, I think they know you like toys.
Stacy: I have no choice in the alarms. Quite frankly, you start to sleep through them. I have a tendency to
shove them under my pillow. If I could have a choice of two or three noises that I could pick and change, it
would be nice, so that I wouldn’t get accustomed to the same noise Sometimes, when I’m high, it will just
keep alarming. Yes, I know I’m high – I’m doing what I can!
Julie: Every time I insert it, it hurts. I might just be a baby, but the needle hurts.
Vassily: I turned off the high alarm. The low alarm used to wake me up, but it doesn’t now. In the
beginning I had some adhesion problems. Tagaderm helped. The complaints are far outweighed by the
benefits.
Anton: I’ve had general technical issues for about half a year, getting “lost sensor” alarms, calling in to
technical support, going through a long list, persevering through that. Getting over the frustration and
realizing that it is a life-saving technology.
Toby: My biggest issue – I’m desensitized to the alarms. I’m on autopilot. I have gone so far as to hit
“escape” “activate” and go back to sleep.
Cheryl: When I first started, I thought it was great to have all these alarms. But we’re realizing that we
need a lot of leeway. You start to realize that you can set the alarms and ignore them. The Navigator has
large transmitters. I’ve tried all three different sensors. Navigator wakes me up in the middle of the night,
but I would like a smaller transmitter.
Q: Is there anything you wish your healthcare provider had told you before you went on the
sensor?
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Cheryl: Since I was already a CGM trainer I thought I knew a lot, but I still learned. I learned a lot about
alarms.
Toby: I had a very dedicated diabetes team. I was unprepared for vibrating after audible alarms I had
ignored or not heard. The first time this happened I jumped out of my skin; I was giving a presentation at
the time. Other than that, there have been no surprises at all.
Anton: Mine also actually concerned the vibrate feature. I don’t have a problem with it, but I wish I had
known that it’s not as powerful as I thought it would be. I would appreciate something that would more
violently jerk me in my sleep. Not hearing the aural alarms, the vibrations can also pass unnoticed while
I’m asleep.
Vassily: I was told to set the high alarm to 200 mg/dl or else it will drive you nuts. It did take me awhile to
get used to having something stuck to me; it took me a while to wrap my brain around that.
Julie: I wish that my healthcare provider would have told me, two years ago and two states ago, that he
didn’t know anything about it. He thought I should be doing all the work even though I didn’t know what I
was doing
Stacy: There’s nothing that I thought I should have been told. That said, I do a lot of research on my own;
I ask Cheryl a lot of questions. Also, I was trained by Cheryl and another nurse. Between all of that, I felt I
knew what I was getting into.
Christine: Cathy and Cheryl were very good about getting us all the information. The sensor performed
exactly like we expected it to. I don’t think there’s anything else we wish they’d told us.
Q: Other than changes to the alarms, what new features would you like to see in sensors?
Christie: First, I would like to see Dexcom and Animas marry their sensor and pump so that the device
will be all in one. Second, I would like the devices to have more detailed information—like putting in an
extended bolus. Also, different kinds of foods you are eating. Better information for the reports and
exactly hone in on the highs and lows. And smaller devices.
Stacy: I second the integration. I’m patiently waiting for the integrated technology to come along. More
information into the system: integrated pump and CGM information and food information would be
amazing.
Julie: I second the information from the reports. As a Medtronic CGM user, I have reports. But Cheryl’s
CareLink Pro reports are so, so much better. I wish there were smaller insertion needles. I wish there was
more PC/MAC compatibility. And why is my Droid phone not integrated?
Vassily: I would love a permanently implanted sensor. One and done, stick a chip in me and that’d be
awesome. I would love to have this be Bluetooth so I can get it on my BlackBerry. I don’t have a pump, I’m
on MDI. I thought it was cool to input the food and insulin. But then I stopped using it. But it would be
nice if the Dexcom had an insulin-taken logo that appeared on screen as a reminder whether I’ve dosed
recently.
Anton: Turning it into one infusion site. I try to time it so they’re simultaneous insertions. One thing that
has annoyed me: I can’t say that it’s bulky, but I’ve hit the sensor against the wall or a chair, and it would
be nice if it were smaller and didn’t protrude as much.
Toby: My wish list – people who treat diabetics in emergency situations would know to look for an ID
bracelet. I’ve been in accidents, ambulances, the emergency room, and EMTs don’t look for my medical
alert bracelet. And diabetics aren’t the only people who wear these. That’s my short list, and it’s huge.
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Cheryl: Accuracy. I’ve worn all three devices, and I’m wearing the most accurate one for me. The goal for
the future should be more accuracy. This has been one of the big struggles. The trends are almost always
right on, but the numbers, not so much.
Q: Can you tell us about your insurance coverage?
Cheryl: My sensor is covered. At the time I started this, it was not. I had to go before the board of the
insurance company. When I was pregnant, I wanted to switch sensors, since I wasn’t waking up to the
alarms of my current sensor. I had a lot of asymptomatic hypoglycemia. Even with my pregnancy, I
couldn’t get coverage to switch sensors. Only a year after I made the first purchase could I switch, which
happened after my baby was already born. At this point I have 100% coverage from the AmeriHealth
HMO in New Jersey.
Toby: When I started with the sensor, I was on one company, and the care mandate for diabetes was 100%
in New Jersey. But they called everything I had durable medical equipment, which got reimbursed at 50%
if at all – they weren’t going to cover the sensor because they called it “experimental.” I had all kinds of
letters written, and finally it got approval... Then I changed carriers, and don’t you know, same thing. I
happen to be an insurance broker, so I’ve also seen the process from the other side. It’s hideously tedious.
But it’s what we have to do; it’s part of our disease. We have to fight the good fight, because there’s always
someone behind us whose path we’re making easier.
Vassily: I only recently turned 18, so I haven’t been personally involved with insurance issues. I believe
that last year I had a few issues with what we deduced to be faulty transmitters. I think the insurance
company was quite cooperative.
Anton: I guess I’ve been luckier than most. I had a reimbursement problem only once in 20 years, with the
Cygnus GlucoWatch. I actually lost more money on the company stock than the actual product. [Laughter]
It sounded cool.
Julie: I am covered 100%. Usually my husband I wind up on the most expensive insurance plan, but we
just both feel adamant that I need to have access to the best care possible. On the flip side, I was once let
go from a job because I was driving up their insurance costs.
Stacy: They don’t really give you much information; they always say that they can’t tell you anything until
they process your claim. How does that help me when I’m trying to decide if I want you to be my carrier? I
previously had BCBS, and they told me ‘no’ when I tried to get them to cover CGM. Fortunately 24 hours
later they changed their policy – it was ridiculous. Cigna does cover it; thank God. Last year they covered
80% of DME, and this year – after a giant deductible – they are covering an even higher percentage. I’m
very lucky.
Christie: We are covered under insurance. [Smiling] The only thing not covered is when we accidentally
wash the monitor – that’s on us.
— by Joseph Shivers, Adam Brown, and Kelly Close

5. Conference Pearls: Diabetes UK
March 30 – April 1, 2011 • London, England
We heard a number of interesting updates from this meeting; although many presentations were
similar to those from other meetings, the agenda included some very compelling talks. Standouts talks
included those by 1) diabetes advocate Dr. Fiona Campbell, who believes that over 50% of children with
diabetes should be on pumps – there are over 40% in her center, which is startlingly high for the UK; 2)
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the always-compelling Dr. Anthony Barnett, who gave a lecture dedicated to young people doing
diabetes research; 3) Rajiv Shah, a VP at Medtronic who oversees sensor R&D; 4) ‘real-world’ data from
Dr. Bob Ryder and Dr. Stephen Gough on detailed UK audits of Byetta (Eli Lilly/Amylin’s exenatide)
and Victoza (Novo Nordisk’s liraglutide), showing strong across-the-board benefits for GLP-1; and 5) a
presentation without any ‘ rose-tinted spectacles’ on bariatric surgery by Dr. Jonathan Pinkney,
discussing relapses in glycemic control, and long-term side effects. In closing the conference, Dr. George
Alberti described the attendance as particularly good because the venue had nothing to do nearby (it is
stranded in a mostly undeveloped part of the city). Next year, Diabetes UK will be moving north to
Glasgow, Scotland.
§

New news at Diabetes UK on the device front included a CGM update – Medtronic’s
Enlite sensor received CE mark approval. In the packed symposium, Dr. Shah went into
extensive detail about the design goals for Enlite (improved comfort, usability, reliability, and
accuracy) and was quite open about some very interesting patient research by the company.
Notably, Dr. Shah showed some next-generation sensor data with a mean average deviation
(MAD) of 6% and an eight-minute lag. We also heard for the first time a reference to CGM
products that are more accurate than meters, with minimal lags – such products could make a
difference in closed loop development, where Dr. Shah foresees apparent lag times of only five
minutes.

§

Although Diabetes UK’s presentations are often subsets of presentations we have
heard elsewhere, the Exhibition Hall typically offers many items of interest, and
this year was no exception. Most notable was an exciting new Abbott product called the
InsuLinx, a blood glucose monitor that incorporates a bolus calculator.

§

We also noticed significantly more focus on the cost of therapies in the UK. In fact,
the sanofi-aventis symposium was largely about the advantages of analogs vs. non-analogs, which
we believe is very well accepted in the US but not as much in the EU due to cost pressure. We
learned that the cost of severe hypoglycemia in the UK exceeds £360 per episode for a person
with type 2 diabetes. (Hypoglycemia is being used increasingly as a way to justify insulin analog
use, which shouldn’t be hard with these figures.) From this meeting, we’ve taken away a few
things on the NICE front: 1) It’s still hard to get pumps because of restrictive NICE guidelines and
funding restrictions, but pump growth has improved from a low base – Dr. Peter Hammond said
that half the centers providing pumps report that 50% of their pumpers started within the last two
years; 2) CGM has no NICE guidelines and therefore, it is funded only by exception; 3) in contrast
to poor device coverage, GLP-1 is supported by NICE and Victoza is starting to compete effectively
with Byetta in some regions of the UK; and 4) insulin is under extensive cost pressure – at the
sanofi-aventis symposium, the chairman asked for a show of hands ‘who thinks analog insulin is
good value for money,’ and only about 40% of attendees raised their hands.

§

In a ‘Hot Topics 2’ afternoon session, we were treated to some fascinating ‘real-life’
data on GLP-1 in the United Kingdom, where is the therapy is getting some support from
NICE and clear enthusiasm from physicians, according to Dr. Bob Ryder, who has completed
detailed audits of Byetta (exenatide, Eli Lilly/Amylin) and Victoza (liraglutide, Novo Nordisk).
These data indicate that over half of the patients treated with GLP-1 in England are not in
compliance with NICE guidelines, and 30-40% take insulin as well as a GLP-1 agonist. Most
patients obtain meaningful benefits in A1c, weight or both – whether or not they take insulin or
are in compliance. In another talk, Dr. Stephen Gough suggested that physicians expect a 1% A1c
reduction and a 5-10 lb weight reduction in real-world use. Prescribers have also matured in their
use of the drugs and are now prescribing them more in combination (particularly with insulin).
The audit data shows that when GLP-1s are added to insulin, it is possible to achieve further
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significant A1c reductions, a reduction in insulin total daily dose and weight loss. This sounds like
a very attractive package, as we also heard loud and clear at last year’s ADA.
§

Following the discussion on GLP-1, we heard an interesting and thoughtful
presentation on bariatric surgery by a clinical endocrinologist, Dr. Jonathan
Pinkney. He discussed data regarding the relapse in glycemic control and the long-term side
effects of bariatric surgery. He felt strongly that bariatric surgery, particularly gastric banding,
could help many patients and that it was the endocrinologist’s job to embrace the patient
discussion about surgery, not to leave it all to the surgeons themselves.

§

Finally, we heard some fascinating data on diabetes treatment in UK hospitals – the
quantity and quality of the UK’s healthcare audits is commendable. In brief, much
progress remains before every patient gets to see a Diabetes Inpatient Specialist Nurse, gets good
quality glycemic control (whether in surgery or not), and enjoys the food. Currently, people with
diabetes have a 50% higher risk of dying in hospitals than those without diabetes. However, the
UK missed a chance to identify definitive targets for glucose levels pre- and post-surgery. The
recommendation was for 110-180 mg/dl peri-operatively, which is not tight but would
undoubtedly save lives. However the Joint British Diabetes Societies acknowledged this would be
difficult to achieve, so they allowed blood glucose in the 70–215 mg/dl range to be ‘acceptable’ we were somewhat shocked that the high end was over 180 mg/dl (and even above the American
College of Physician’s controversial upper bound of 200 mg/dl).
— by John and Kelly Close

6. Literature Reviews: Recent Articles on CGM and Pump Therapy
Battelino et al. Effect of Continuous Glucose Monitoring on Hypoglycemia in Type 1
Diabetes. Diabetes Care.
http://care.diabetesjournals.org/content/32/8/1378.full
This study examined the effect of CGM on hypoglycemia in 120 patients with type 1 diabetes. CGM cut
time spent in hypoglycemia in half from 0.97 hours per day to 0.48 hours per day (P = 0.03), while
leading to a moderate decrease in A1c (- 0.27%, p = 0.008). Major hypoglycemia episodes were not
significantly changed by CGM. Overall CGM was associated with a significant improvement in time spent
in range (70 to 180 mg/dl).
These findings demonstrate that CGM is most valuable for its ability to prevent moderate hypoglycemia
and narrow glycemic variability, although the long-term benefits of these changes have not been
established.

Hoeks et al. Real-Time Continuous Glucose Monitoring System for Treatment of Diabetes:
a Systematic Review. Diabetic Medicine.
http://onlinelibrary.wiley.com/doi/10.1111/j.1464-5491.2010.03177.x/abstract
This comprehensive review examines the evidence supporting CGM use for the intensive treatment of
diabetes. CGM has been associated with a consistent A1c reduction of 0.3% to 0.7% without a concomitant
increase in hypoglycemia. To date, few studies have examined the effect of CGM on hypoglycemia or
glucose variability.
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The benefits of CGM on A1c are typically modest given that they have been observed in the context of
clinical trials with motivated patients and experienced diabetologists; whether CGM can improve A1c
outside of this population is less clear. Few studies (excluding the above) have adequately examined the
ability of CGM to benefit other areas of diabetes management, such as time in hypoglycemia.

Buse et al. Baseline Predictors of A1C Reduction in Adults Using Sensor-Augmented Pump
Therapy or Multiple Daily Injection Therapy: The STAR 3 Experience. Diabetes Technology
& Therapeutics.
http://www.liebertonline.com/doi/pdf/10.1089/dia.2010.0225
This reanalysis of the STAR3 trial, which compare multiple daily injection (MDI) to sensor-augmented
pump (SAP) therapy in patients with type 1 diabetes, sought to identify baseline predictors of response to
SAP defined as an A1c decrease > 0.5% without increased hypoglycemia. As expected, higher baseline A1c
was associated with response to treatment; in addition, longer duration of disease and age predicted
treatment response. These findings suggest that those who would benefit most from SAP therapy are
motivated patients (willing to enroll, and continue with a study) whose diabetes is currently poorly
controlled.

Hovorka et al. Overnight Closed Loop Insulin Delivery (Artificial Pancreas) in Adults with
Type 1 Diabetes: Crossover Randomized Controlled Studies. BMJ.
http://www.bmj.com/content/342/bmj.d1855.long
This set of two sequential, open-label randomized trials compared overnight glucose control with
standard insulin pump therapy to insulin pump therapy regulated by data from a continuous glucose
monitor (CGM) (closed-loop insulin delivery) in 24 adults with type 1 diabetes. The two studies differed in
the size and timing of meals prior to overnight observation: the first used a small 60 g carbohydrate meal,
and the second used a larger 100 g carbohydrate meal with alcohol. The closed-loop system used a model
predictive control algorithm to determine insulin dosing based on CGM data, through instructors were
delivered to the pump by a study nurse and were not automated.
The results demonstrated that the closed loop system improved plasma glucose time in range (3.91-8.0
mmol/l [70-144 mg/dl]) by 15% for the small meal, and by 28% for the larger meal with alcohol;
additionally, overall nocturnal hypoglycemia was decreased by 3% in participants using the closed loop.
In an accompanying editorial, Dr. Boris Kovatchev (University of Virginia) outlines the strengths of these
studies, remarking that they are among the most rigorous evaluations of close loop insulin delivery to date
due the randomized design, as well as a cross-over component that enabled each patient to be treated with
both insulin delivery systems. Although this system required human input from a study nurse, Dr.
Kovatchev argues that this is a necessary first step in validating the algorithm used to translate CGM data
into insulin dosing, removing potential confounding effects from communications errors between
incompletely integrated pieces of hardware.
— by Michael L. Dougan

7. Diabetes Comings and Goings
•

Michael Miller, Jr. was named President, International of dialysis product manufacturer NxStage
Medical on April 27. Previously, Mr. Miller served as Senior Vice President and General Manager of
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the Cardiac Care Business at Philips Healthcare. Prior to his tenure at Philips Healthcare, Mr. Miller
held various positions at Johnson & Johnson and the Hewlett Packard Medical Products Group.
•

Peter Zerhouni was announced Acting President and CEO of Diamyd Medical on April 26.
Previously the Executive Vice President (appointed on April 21) and Senior Director of Business
Development of Diamyd Medical, Mr. Zerhouni steps into these new roles following former President
and CEO Elisabeth Linder’s departure due to disagreements with the Board “concerning certain
important matters.” During his time at Diamyd Medical thus far, Mr. Zerhouni played an integral role
in securing the partnership with Ortho-McNeil-Janssen to develop and commercialize the company’s
self-titled diabetes therapy.

•

Neil Gibson, PhD was appointed Chief Scientific Officer of Regulus Therapeutics on April 18.
Before joining Regulus, Dr. Gibson worked at the Oncology Research Unit at Pfizer, where he recently
served as Chief Scientific Office and Oncology Therapeutic Area Head. Prior to his stay at Pfizer, Dr.
Gibson held positions at OSI Pharmaceuticals and Bayer.

•

Robert Yates began serving as Head of Roche Applied Science on April 1, as announced on March
31. Mr. Yates succeeded Manfred Baier, who will be retiring from Roche at the end of the year.
Through the years, Mr. Yates has held a number of positions at Roche Diagnostics in R&D,
engineering, and process management; immediately prior to his appointment, he served as Global
Head of Business Development and Licensing of Roche Diagnostics.

•

Brian Pereira, MD was announced as Board Chairman of Biodel on March 30. A member of
Biodel’s board since November 2007, Dr. Pereira took over the role from Dr. Charles Sanders, who
will continue to serve on the board pending his return from medical leave. Dr. Pereira has served as a
Director at Biodel since 2007. In addition, he is currently CEO, President, and Director of AMAG
Pharmaceuticals, and a professor of medicine at Tufts University School of Medicine.

•

Mark Fletcher was appointed President and Chief Executive Officer of Generex on March 30, as
part of the company’s Strategic Development Plan. Mr. Fletcher had served as Interim President and
CEO since September 2010, filling two of the roles left by former President, CEO, and Chairman Anna
E. Gluskin. Mr. Fletcher had been Executive Vice President and General Counsel since joining
Generex in 2003.

•

David Brusegard, PhD, became Generex’s Chief Operating Officer on March 30. For the previous
year, he had served as a consultant to the company on reimbursement and corporate relations; his
career includes 30 years of experience in private- and public-sector business management and
strategy.

•

Stephen Fellows, Generex’s Vice President of Finance, was appointed Acting Chief Financial Officer
on March 30 to round out the company’s new management team.

•

Lars Karlsson, MD, PhD became Vice President of Immunology and Fibrosis at Regulus
Therapeutics on March 21. From 1994 to 2011, Dr. Karlsson worked at J&J Pharmaceutical Research
R&D, most recently serving as team leader of its west coast immunology department.

•

Robert Finder resigned from his position as Director at Living Cell Technologies on March 15. He
was appointed to the board in September 2009.

•

Naomi Kelman, the President of J&J LifeScan North America from July 2009 to March 2011,
became the Head of Novartis’ Over-The-Counter Division effective March 2. Previously, Kelman had
held leadership roles in other divisions at J&J as well as at BMS and the haircolor company Clairol.
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•

James Crapo, MD was named CEO of Omni Bio Pharmaceutical on February 24. He has served on
the company’s Scientific Advisory Board since March 2009, and is currently a professor at the
National Jewish Medical and Research Center, where he served as the center’s Executive Vice
President of Academic Affairs and Chairman of Medicine from 1996 to 2004. In addition, Dr. Crapo
was the CEO of Aeolus Pharmaceuticals in 2004. Former Omni Bio Pharmaceutical CEO Dr. Charles
Dinarello is now the company’s Chief Scientific Officer and Chief Medical Officer.

•

Eric Schwartz was appointed Executive Vice President and Chief Legal Officer of eResearch
Technology on February 22. Most recently, Mr. Schwartz previously served as Assistant General
Counsel at J&J. In addition, he served as Vice President and General Counsel at Animas prior to the
company’s acquisition by J&J.

•

Scott Ward was announced Chairman of the Board of Directors of MAP Pharmaceuticals on
February 18. Serving on MAP’s board since 2008, Mr. Ward replaced Steven Elms as Chairman. Most
recently, Mr. Ward was Senior Vice President and President, Cardiovascular at Medtronic; Mr. Ward
has worked at Medtronic since 1981, where he has held various leadership positions and positions in
regulatory affairs, clinical research, and business development.

•

Gregory Flesher was promoted to Senior Vice President and Chief Business Officer of AVANIR
Pharmaceuticals on February 17. Previously, Mr. Flesher was Vice President of Business Development
at the company. Prior to his tenure at AVANIR, Mr. Flesher worked at InterMune, Amgen, and Eli
Lilly.

•

Thomas Peyser, PhD, joined Dexcom in early February in the newly created role of Vice President,
Science and Technology. Dr. Peyser had been VP Clinical Affairs at GluMetrics, where he had worked
on the company’s intravascular fluorescent glucose sensor. Prior to GluMetrics, Dr. Peyser worked on
continuous glucose monitors at Abbott Diabetes Care and Lawrence Livermore National Laboratory
in an industrial partnership with MiniMed.

8. Notable Openings
Here again we present the beta-version of Notable Openings, our column on jobs in diabetes and
obesity. If you are aware of critical roles that need to be filled at any companies, practices, or research
institutions, please be in touch with us for DCU #107! Sanofi-aventis currently has a Product Manager
opportunity in Bridgewater, NJ supporting its new Diabetes Device team for iBGStar. Interested
candidates with BGM or pump marketing experience coupled with diabetes, digital and consumer
marketing experience are encouraged to apply at www.sanofi-aventis.us/careers requisition
#PHA14060. Cellnovo is still recruiting widely in preparation for UK launch; the company has spots
open for Vice President of Sales – Worldwide, Leadership in Customer Services, Leadership in Project
Marketing, Leadership in Digital Marketing, Territory Managers (UK), Mobile Health Marketing,
Marketing: Patient Advocacy, European Clinical Research Associate, and European Training Manager.
Please send letters of interest and CVs to careers@cellnovo.com, with the role being sought in the subject
line. Additionally, Sanare is looking to hire a Compliance & Quality Director, who will be responsible for
the administration of the company’s compliance program and quality improvement initiatives. Please
send letters of interest and CVs to careers@sanare.com, with the role being sought in the subject line.
Finally, a number of positions are available at WellDoc – VP Managed Markets Medical Director,
Director Customer Marketing, Manager Product Marketing, and Senior Associate Copywriter. Please
send letters of interest and CVs to Chris Bergstrom, Chief Commercial Officer at WellDoc at
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cbergstrom@welldocinc.com. If you have notable openings for DCU, please send them to
kelly.close@closeconcerns.com and joseph.shivers@closeconcerns.com.

9. Stock Chart and Final Thoughts

Overall, stocks in the diabetes and obesity index trended upward over the past month, with the S&P 500
and NASDAQ also increasing slightly at 3% and 5%, respectively. The largest movers were Amylin and
Vivus, gaining 26% and 23%, respectively. We speculate that shares of both companies are increasing in
anticipation of positive regulatory actions from the FDA and the EMA. With respect to Amylin, Bydureon
received a positive opinion from the CHMP in mid-April. We suspect the gain for Alkermes is at least
partly attributable to this positive news for Bydureon. Furthermore, according to Amylin’s latest financial
update, the tQT study for Bydureon’s application in the US is ongoing and the company remains on track
to re-file in the second half of 2011. Meanwhile, Vivus has submitted its application for Qnexa in the EU
and released positive two-year data from SEQUEL (one-year extension study of CONQUER) at the
American College of Cardiology in early April. In the US, the company hopes to finalize a study design
with the FDA to retrospectively assess the historical incidence of congenital malformations (with a specific
interest in oral clefts and low birth weight) in children of women treated with topiramate 100 mg for
migraine prophylaxis. We look forward to hearing a regulatory update from Vivus management on May 2,
2011 during its 1Q11 financial results call. While XOMA shares appear to have stayed relatively flat, there
was a bubble (reaching as high as 7.3) between December 2010 and March 2011. On March 22, 2011, the
company announced that its lead candidate, XOMA 052, did not meet the primary efficacy endpoint of
A1c reduction in a phase 2b trial, causing a ~45% drop in the stock price at the end of March. In general,
in the coming months, we expect regulatory updates and key clinical data to continue to play a major role
in stock movements.
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