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The New Normal

A recent trend in clinical study design is to incorporate patients
earlier in drug development. Along with elements of proof-of-
concept and pharmacodynamic endpoints, this can facilitate the
detection of early efficacy signals in a population of interest. For
chronic metabolic disease indications such as type 2 diabetes,
obesity and nonalcoholic steatohepatitis (NASH), there is a shift in
inclusion criteria from healthy normal subjects to patient groups in
early drug development, with these clinical studies benefitting from
the enroliment of prediabetes subjects.

The Prediabetes State

Prediabetes describes a state of glucose impairment which holds
a significant risk of developing type 2 diabetes. It is estimated that
1in 3 Americans have prediabetes, yet only 1 out of 10 individuals
are aware of their condition [1]. Indeed, the national average is
similar to what we observed during our community outreach
events where we offer free prediabetes screening [2]. Risk factors
for prediabetes include being overweight or obese, 45 years of age
or older, a family history of type 2 diabetes, a sedentary lifestyle,
and previously having gestational diabetes [1]. There is also an
ethnicity component to prediabetes prevalence where genetic,
environmental and social-economic factors can contribute to the
incidence of prediabetes in minority populations.

According to the American Diabetes Association (ADA), prediabetes
can be diagnosed by one of three ways [3]:

_ Fasting plasma glucose of 100 - 125 mg/dL (5.6 — 6.9 mmol/l)
_ 2-hour oral glucose tolerance test value of 140 - 199 mg/dL
(7.8 = 11.0 mmol/l)
_ Hemoglobin A1c (HbA1c) of 5.7 - 6.4%
(89 — 47 mmol/mol)

A prediabetes state typically manifests as elevated fasting glucose
with greater impairment in postprandial glucose (Figure 1). In
addition, insulin response is increased during prediabetes, as
observed by the amount of insulin secreted from the pancreas in
reaction to circulating glucose levels. This upregulation of insulin
secretion is a compensatory response to maintain near normal
glucose concentrations. In parallel, insulin resistance occurs at
the level of the skeletal muscle, adipose tissue, liver and other
insulin-sensitive tissues [4]. Insulin resistance refers to the inability
of insulin to induce a signaling response within a given cell, which
can lead to further elevations in fasting and postprandial glucose
levels, ultimately leading to type 2 diabetes if left unchecked.
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Glycemic Functional Assays

The oral glucose tolerance test (OGTT) is considered the gold
standard for diagnosing diabetes and prediabetes. Briefly,
plasma glucose and insulin are measured before and during a
2-hour period following the consumption of a glucose drink (75 g
anhydrous glucose). This diagnostic test can also provide valuable
pharmacodynamic insight into a drug’s efficacy. Change in the area-
under the curve as well as computational indices (insulinogenic
index, insulin secretion index, disposition index) calculated from
the OGTT results can reveal an effect on -cell function, as well as
skeletal muscle, hepatic and whole-body insulin sensitivity. These
indices are similar to those obtained during a clamp however, this
procedure is far less invasive [5]. When a mixed meal is substituted
for the glucose drink, the induction of entero-insular axis allows
for the evaluation of gut hormones, incretins and other metabolic
factors that respond to a meal challenge. We have previously
shown the mixed meal tolerance test (MMTT) to a robust assay
with strong repeatability [6]. To evaluate a drug’s effect on glucose
levels throughout the day, continuous glucose monitoring (CGM)
provides blood glucose readings every 5 minutes and implanted
sensors can be worn for up to 14 days. CGM is a minimally-
invasive approach to intensive glucose tracking and has been
coined the “ECG Holter-monitor for glycemia” [7]. Anti-diabetes
medication as well as weight loss products and anti-NASH drugs
which improve glycemia and/or insulin sensitivity are anticipated to
show meaningful change in OGTT, MMTT and CGM results in both
prediabetes and type 2 diabetes subjects, and these functional
assays can be informative pharmacodynamic endpoints.

Prediabetes and Early Clinical Drug Development

Type 2 Diabetes: Study endpoints for the anti-diabetes therapies
include a clinically significant improvement in HbA1c. HbA1c is an
indicator of long-term glucose control over the past 2-3 months
and is appropriate for interventions >12 weeks [8, 9]. For shorter
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studies, endpoints may include a change in glycated fructosamine,
fasting plasma glucose, postprandial glucose or 24-hour mean
weighted glucose. A major safety concern with diabetes patients
during a clinical study is the risk of glucose excursion. To this end, all
cases of hyperglycemia and hypoglycemia must be documented,
and rescue thresholds as well as glycemic-specific stopping rules
ought to be outlined in the study protocol [8, 9]. Diabetes patients
may be especially vulnerable during placebo-controlled studies,
monotherapy studies or during washout periods. Since prediabetes
subjects maintain a degree of glucose control, they are less likely
to experience severe glucose excursions than type 2 diabetes
subjects. Therefore, the enrollment of prediabetes subjects in
a clinical study with a glucose lowering agent is one strategy to
mitigate glycemic risk while gaining valuable information on dose
ranges and drug efficacy.

Weight Management: Obesity is defined as body mass index
(BMI) value of >30 kg/m? and is associated with excess fat mass.
It has been shown that depot-specificity plays an important
role in the development of chronic metabolic diseases, where
accumulation of belly fat (visceral adipose tissue) is associated
with a low-grade chronic state of inflammation and is an underlying
risk factor for metabolic syndrome, type 2 diabetes and NASH [10].
Weight loss can be a mechanism for type 2 diabetes treatment
[8] or an indication on its own [11]. For efficacy studies, weight
management inclusion criteria should consist of subjects with a
BMI >30 kg/m? or >27 kg/m? if accompanied by comorbidities
such as type 2 diabetes, hypertension, dyslipidemia, sleep apnea
and/or cardiovascular disease. In addition, before commencing
late phase studies, dose-response profiles and pharmacokinetic
properties must be well described in subjects with a range of BMIs
since adiposity may influence drug disposition [11]. This population
of overweight/obese but otherwise healthy subjects will likely fall
within the prediabetes classification since an estimated 80% of
subjects with glucose impairment are overweight or obese [12].

Nonalcoholic Steatohepatitis: NASH can lead to liver cirrhosis,
end-stage liver failure and even hepatocellular carcinoma. Liver
fat accumulation, inflammation and hepatic cellular injury are
the hallmarks of steatohepatitis [13]. NASH is recognized as the
second leading indication for liver transplant [14]. There is no
FDA-approved treatment for NASH and no guidelines regarding
this indication have been released by regulatory agencies [15].
Current Phase lll endpoints include the histological assessment
of steatohepatitis resolution without worsening of fibrosis
and an improvement of fibrosis stage with no worsening in
steatohepatitis. For early clinical studies, endpoints include a
change in liver fat content and reduction of hepatic inflammation.
These measurements can be determined by imaging techniques
like magnetic resonances imaging (MRI) and elastography (MRE)
or velocity-controlled transient elastography (VCTE). While obese
subjects may display a fatty liver only, prediabetes subjects are
more likely to possess inflammatory and fibrotic elements of the
disease. Indeed, prediabetes was found to be independently
associated with hepatic inflammation and fibrosis in NAFLD

Global
Clinical Research

Global Clinical

Development

Data Managemen

and Biometrics

subjects [16]. In addition, these imaging modalities are sensitive to
body habitus; VCTE is influenced by skin to (liver) capsule distance
[17] and morbidly obese subjects may not conform to MRI and
MRE instrument specifications [18], therefore for technical reasons
a (overweight) prediabetes cohort may be more apt for early NASH
studies.

Is Prediabetes an Indication?

Currently, diet and exercise are recommended for the treatment
of prediabetes. However, Standards of Care indicate that some
prediabetes patients may benefit from off-label use of metformin
[19], the first-in-therapy anti-diabetes medication. Furthermore,
pharmaceutical developers of other diabetes drug classes are
examining long-term outcome data in order to support the use
of their therapies in the prevention or delay of type 2 diabetes.
The European Medicine Agency (EMA) recognizes that this a
challenging undertaking due to the long progression of the disease,
and therefore released a concept paper in 2016 to address the
ongoing need for diabetes prevention [20]. This may result in a
change to current guidelines to accelerate the approval process
for prediabetes labelling.

Summary

In early clinical drug development, prediabetes subject
enrollment holds a number of advantages over type 2 diabetes
patients. Opposed to full-blown type 2 diabetes patients,
prediabetes subjects tend to have normal ECG and clinical lab
values. Furthermore, type 2 diabetes subjects often express an
unwillingness to be on additional medication or have concerns
over losing glycemic control while taking an investigation product
[21, 22]. On the other hand, prediabetes subjects are typically drug
naive or on minimal medications, and this may be advantageous
for Phase | studies where concomitant medication is usually
exclusionary. Moreover, prediabetes subjects are characterized as
insulin resistant, yet they maintain a degree of p-cell function with
adequate insulin secretion from the pancreas. This is an important
consideration during dose escalation studies for glucose-lowering
agents. In addition, signals of improved insulin sensitivity through
OGTT, MMTT or CGM can be obtained in prediabetes subjects just
as there are in type 2 diabetes subjects. In summary, prediabetes
subject enrollment in early clinical studies for chronic metabolic
diseases offers an opportunity to examine pharmacodynamic
endpoints in a population of interest while minimizing safety
concerns typically observed with diabetes patient studies.

Celerion is committed to raising prediabetes awareness
and offers free HbA1c screening during community
outreach events and in our clinics. Through this initiative,
we provide vital education on prediabetes risk and offer
ADA resources on diabetes prevention.

Questions? Contact Sabina Paglialunga at:
sabina.paglialunga@celerion.com

Drug
es Development Services

Technical Note




E——

celerion

Translating Science to
Medicine

References

1.

Centers for Disease Control and Prevention. National Diabetes
Statistics Report: Estimates of Diabetes and Its Burden in the
United States, 2014. Atlanta, GA. 2014. https://www.cdc.gov/
diabetes/basics/prediabetes.html.

12.

13.

Tuso P. Prediabetes and lifestyle modification: time to prevent a
preventable disease. Perm J. 2014;18(3):88-93.

Calzadilla Bertot L, Adams LA. The Natural Course of Non-
Alcoholic Fatty Liver Disease. Int J Mol Sci. 2016;17(5).

2. Jaycox S,H’ Esposito M, Paglialu.nga S. Eﬁeclzti.veness of 14. Wong RJ, Aguilar M, Cheung R, Perumpail RB, Harrison
Communlty-Based Hb’_MC Scrgenlng a_s.a Clinical Study SA, Younossi ZM et al. Nonalcoholic steatohepatitis is the
Recruitment Togl. American S_"C'ety for CI_|n|caI Pharmacology second leading etiology of liver disease among adults awaiting
and T_herapeuhcs; 2017 April 17 Washington, DC. https:// liver transplantation in the United States. Gastroenterology.
celerion.com/wordpress/wp-content/uploads/2017/03/ 2015:148(3):547-55.
Celerion_031717_ASCPT_Effectiveness-of-Community-

Based-HbA1C-Screening_F.pdf. 15. Sanyal AJ, Friedman SL, McCullough AJ, Dimick-Santos L,
. . . ) L . F et al. Challenges and opportunities in drug and biomarker

3. Amgrlcan Plabetes A. Diagnosis and classification of diabetes development for nonalcoholic steatohepatitis: findings and
mellitus. Diabetes Care. 2010;33 Suppl 1:562-9. recommendations from an American Association for the Study

4. Cersosimo E, Solis-Herrera C, Trautmann ME, Malloy J, Triplitt of Liver Diseases-U.S. Food and Drug Administration Joint
CL. Assessment of pancreatic beta-cell function: review Workshop. Hepatology. 2015;61(4):1392-405.
of methods and clinical applications. Curr Diabetes Rev. 16. Yilmaz Y, Senates E, Yesil A, Ergelen R, Colak Y. Not only
2014;10(1):2-42. type 2 diabetes but also prediabetes is associated with portal

5. MuniyappaR, Lee S, Chen H, Quon MJ. Current approaches for inflammation and fibrosis in patients with non-alcoholic fatty
assessing insulin sensitivity and resistance in vivo: advantages, liver disease. J Diabetes Complications. 2014;28(3):328-31.
limitations, and appropriate usage. Am J Physiol Endocrinol 17. Chang PE, Goh GB, Ngu JH, Tan HK, Tan CK. Clinical
Metab. 2008;294(1):E15-26. applications, limitations and future role of transient elastography

6. Paglialunga S, Guerrero A, Roessig JM, Rubin P, Dehn CA. in the management of liver disease. World J Gastrointest
Adding to the spectrum of insulin sensitive populations for Pharmacol Ther. 2016;7(1):91-106.
m_ixed meal tolergnce test glucose reliability assessment. J 18. Low G, Kruse SA, Lomas DJ. General review of magnetic
Diabetes Metab Disord. 2016;15:57. resonance elastography. World J Radiol. 2016;8(1):59-72.

7. V'geTSkY R, Shrlvas.tav. M. Role of continuous glucose 19. American Diabetes A. 4. Lifestyle Management. Diabetes Care.
monltorlng for ty.pe 2 in diabetes management and research. J 2017:40(Suppl 1):533-843.

Diabetes Complications. 2017;31(1):280-7.
o ) ) 20. European Medicines Agency, Committee for Medicinal

8. Food and Drug AdmlnlsFratlon , Center for I?rug Evalugtlon Products for Human Use (CHMP) Concept paper on the need
and Resgarch (CDER) Guidance for. lndL,’Stry .Dlabetes Mellitus: for revision of the guideline on clinical investigation of medicinal
Developing D',’UQS and Therapeutic Biologics for Treatment products in the treatment or prevention of diabetes mellitus
and Preven.tlon 2008.  https://www.fda.gov/ucm/groups/ 2016. http://www.ema.europa.eu/docs/en_GB/document_
fdagov-public/@fdagov-drugs-gen/documents/document/ library/Scientific_guideline/2016/07/WC500211234.pdf.
ucm071624.pdf. Accessed May 23 2017. Accessed May 23 2017.

9. European Medicines Agency, C.om.mitteefor !\/I.edici.nal PrgduF:ts 21. Engelgau MM, Narayan KM, Herman WH. Screening for type 2
for Hurr.1a.n Use (CHMP). Guideline on clinical |nvest|.gat|on diabetes. Diabetes Care. 2000:23(10):1563-80.
of medicinal products in the treatment or prevention of
diabetes mellitus  2012. http://www.ema.europa.eu/docs/ ~ 22. Robiner WN, Yozwiak JA, Bearman DL, Strand TD, Strasburg
en_GB/document_library/Scientific_guideline/2012/06/ KR. Barriers to clinical research participation in a diabetes
WC500129256.pdf. Accessed May 23 2017. randomized clinical trial. Soc Sci Med. 2009;68(6):1069-74.

10. Schrover IM, Spiering W, Leiner T, Visseren FL. Adipose Tissue
Dysfunction: Clinical Relevance and Diagnostic Possibilities.

Horm Metab Res. 2016;48(4):213-25.

11. Food and Drug Administration , Center for Drug Evaluation
and Research (CDER) Guidance for Industry Developing
Products for Weight Management 2007. https://www.fda.gov/
ucm/groups/fdagov-public/@fdagov-drugs-gen/documents/ www.celerion.com
document/ucm071612.pdf. Accessed May 23 2017. info@celerion.com

Global Data Managemen Global Drug CLR002.062717
Clinical Research and Biometrics Bioanalytical Services Development Services

3

Technical Note




