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INTRODUCTION CHANGES IN BODY FAT CHANGES IN WAIST CIRCUMFERENCE

Prader-Willi syndrome (PWS) is a complex genetic condition which is due to the Figure 1 shows the effects of 10 weeks of DCCR treatment on body fat for the whole body and Figure 2 shows the effects of 10 weeks of DCCR treatment on waist circumference.
absence of normally active, paternally-expressed genes in the chromosome 15q11- various body segments. Consistent with the significant loss of visceral fat, there was a statistically significant
ql3 region (the Prader_-Wllll critical reglon)._ '_I'he _result 'S a neurobehavioral dlsorc_ler Tables 2 and 3 summarize the body fat results by body region for all subjects who completed reduction in waist circumference.

characterlzgd by phy§|ca.l anq mental deficiencies such as short st_ature, obesity, the 10 week open-label treatment phase and for those who were treated with the 4.2 mg/kg _ _ _ _ o

nypogonadism, cognitive impairment, development delays, and behavioral problems, dose. There was a statistically significant reduction in body fat (-1.59 kg, -3.77%, p=0.02). Figure 2. Changes in waist circumterence clinical study PCO25

Including, but not limited to hyperphagia and other complicated food-related
behaviors, aggressive and/or threatening behaviors, temper tantrums, and obsessive-
compulsive symptoms. The loss of SNORD116, in the 15911-q13 region, results in
hyperphagia and several other characteristics of PWS.1!

The results by body segment did not reach statistical significance. Subjects treated with the
4.2 mg/kg dose (n=4) lost more body fat (-2.31 kg, -6.09%), and lost more Iin each body
segment than did the overall population (Table 2). The 4.2 mg/kg dose appeared to
preferentially reduce visceral fat (3.28x) and subcutaneous fat in the legs (4.09x) compared to

PWS patients have ectopic fat deposition. They accumulate excess body fat, the whole population (calculated as: change from Baseline 4.2 mg dose/change from Baseline
however the majority of this excess fat accumulation is subcutaneous. This is In overall population).
contrast to the pattern of accumulation of excess body fat in similarly obese non-PWS - 3.45 cm (p=0.006)

subjects, the majority of which is visceral. Growth hormone treatment, which is
common In children and adolescents with PWS, limits the accumulation of visceral fat
but not subcutaneous?.

Figure 1. Changes in fat mass by body region clinical study PC025 | |
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Diazoxide Choline Controlled-Release Tablet (DCCR) is a patent-protected, once- Overall 4.2 mg/kg Waist Circumference (cm)
daily tablet formulation of the choline salt of diazoxide. Diazoxide, which is approved Population dose
to treat rare hypoglycemic conditions, is a potent K,» channel agonist. Diazoxide _ mBaseline (n=11) wVisit 7 (n=11)
ATP — (n —4)
predominantly agonizes the SUR1 containing isotype of the K, channel. (n —11)
Agonizing the K,rp channel in NPY/AgRP/GABA neurons in the arcuate nucleus of the CONCLUSION _ | - S
Agonizing the K, channel in adipocytes increases B-oxidation of fat and reduces de- -3.77% -6.09% loss of body fat. In clinical studies in obese subjects on reduced calorie diet,
novo fatty acid biosynthesis. Both of these tissues contain the SUR1 isotype of the p_O 02 p:O 06 agOIHIZ_Ingl the_bKATFE) | Chant?dl resuflt; clln fS|gn|f|cant weight loss, which is almost
channel. —VU. - exclusively attributable to the loss of body fat.
In multiple hyperphagic obese animal models, agonizing the K,p channel results in Arms Arms In Prader-Willi syndrome patients, who experience ectopic accumulation of excess
the loss of body fat.5® In multiple clinical studies agonizing the K, channel in obese 0 body fat, 10 weeks of treatment with DCCR without caloric restriction resulted In
subjects on a reduced calorie diet for 6 months or 1 year, resulted in significant weight -3.04% -4.17% statistically significant loss of body fat. Loss of both visceral and subcutaneous fat
loss, nearly all of which was accounted for by loss of body fat (95+%).°-11 n=0.06 0=0.46 appeared to have occurred.
Use of the 4.2 mg/kg dose resulted in greater loss of body fat, and appeared to result
In the preferential loss of visceral fat and subcutaneous fat from the legs.
METHODS Trunk Trunk In th f 1al | fvi | f d sub fat f he |
« Clinical study PC025 included a 10-week open-label treatment phase followed by -2 31% -7.57% While hyperphagia and food related behaviors are often identified as the most
a 4 week double-blind, placebo-controlled treatment phase. _'O 11 p_o 18 problemgtic aspects of PWS_, obesity and its cardiometabolic complilca}tions are _b_y far
 The study enrolled 13 male and female subjects with genetically confirmed PWS P=Y; | f&%lgsgxgni?ﬁ i;;frii?g:g :Xgiggfleigﬁig%gf;igfss 'T‘rr]\(;\;vg c?;?gS;:rcc:;\illilgl/eSIegvri]gleCr?cnet
between the ages of 10.and 22. N _ N of the substantial impact of DCCR on body fat, a very desirable outcome in PWS.
* Subjects had to have a BMI 2 957 percentile of the age specific BMI value on the DCCR is currently being evaluated in a Phase Ill study in PWS patients, the Destiny-
CDC BMI charts or have body fat =2 35%. Legs Legs PWS study.
e Subjects were titrated up on dose from 1.5 mg/kg to 4.2 mg/kg at the discretion of 0
. . o -1.13% -4.63%
the investigator over 6 weeks and then treated stably for the remaining 4 weeks. : 018 REFERENCES
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