ASSOCIAZIONE %QYERIO’?@O ‘ CentroNazionaleMalattieRare
PRADER WILLI g - E\ C
@ LAZIO 5 & oMl NMR







(London, UK) - John Langdon-Down (182s8-1896) descrisse il
caso di una giovane che rispondeva a tutti i criteri diagnostici
della Sindrome di Prader Willi. A 25 anni pesava 94,6 Kg ed era
alta 132 cm. Con una dieta di 1175 Calorie a base di carne e
verdura era riuscita a perdere 26 kg che successivamente, alla
morte di Down, aveva purtroppo recuperato.

Down aveva definito il caso come “Polisarcia” ovvero “eccesso
di carne”.
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Alexis Labhart (internista) Heinrich Willi (neonatologo)

Andrea Prader

Endocrinologo e Pediatra nato in Svizzera (Samaden, Grigioni) il 23 dicembre 1919
e morto a Zurigo il 3 giugno 2001

Prader A, Labhart A, Willi H (1956) Ein Syndrom von Adi-
positas, Kleinwuchs, Kryptorchismus und Oligophrenie

nach Myotonieartigem Zustand in Neugeborenalter.
Schweiz Med Wochenschr 86:1260-1261
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Ein Syndrom von Adipositas, Kleinwuchs,
Kryptorchismus und O hrenie nach
myatonieartigem Fustand im NMeugeborenenaliter*

A, Prades, A. Labhart, und H. Willi
{Undversititskinderklinik, Zirich)

En handelt sich um ein Syndrom yon Kleinwochs, Akromikeres, Adi-
positys und Imbezibillitst, dem im Saugiingsalter regelmissig sime
exirem schwere Muinkelthypoionie voramsgegangen =i MNeben vard-
ablen klsnsren degeneativen Medemalen findet man beim Knaben
regelmiasmig ein hypoplastisches, flisch werstrichenes  Skrotenm mit
inguiraler oder abdominaler Hoder o

Bisher haben wir dieses Syndirom bet 5 mannlichen und 4 weiblichen
Patieoten becbachtet. Der Glteste Pafiens ist 23ghcig und die akteste
Fatientin 15f@hrig. Dhe idbrigen sind 5—10 Jahre alt. jfinger= Fabenben
haben wir vorfzufig nicht mitsinberogen, da sie noch micht dos voll=
Elinische Bild erkennen lassen.

Alle diese Fatienirn hatten als Neugeborene cine extreme Muoskel-
hypoionic, die sich darin Jimsert, dass die Kinder fast ganr bewegung-
slos und schinff dafiegen und weder schorien moch saugen kfnnen, =o
daas einen lEingere Hospitalisiemng notwendig ist. Die Sehnenreflexs
sind in diesem. Zeitpunkt nicht oder mor schwach ausitsbar e Diag-
noee [avdet regelmissig “Lebensachwiche™ oder “Myatonis congenita™.
Mach einigen Wochen macht sich wider Erwarten eire leichbe Besser-
ung bemerkbar, doch dauert es Monate, bis die S#oglings schreien mnd

Wohl als Folge dieser sich mur ganr allmahlich bessernden Muskel-
hypotonie lermen die Kinder erst mit T jabhr sitren und st mit 2 Jabhoen
gehen. Walerend die Hypotonie und Adynamie suschends beasern, trikt
ungef@hr um des 2. Johr die Adiposites aof, und gleichreitig wenden
der Wachsbumsnickstand wnd die Oligophrenie deutlich bemerichar

MNeurnlogisch findet man nach dem 5 Jabr noch =ine geringfhigige
Muskelbhypotonis und sine grwisse motaresche Linbehobfenheit, pdoch
ein normales Reflexbild. Der Kopf st im Vechalinis xor Korpergriosss
Dhie dreimal durchgefihrie Loft-ond Elekbbroencephalographie ergals
unaefiElige Befumde

Senffwechseluntemsuchungen konnten leider nur bei der Hakfte der
Fatienten durchgefihrt wenden. Der Grundumsate si normal. Mt
Ausnahmme des Jliesten Patienfen, bed dem mit 17 fabren =in Tisbhetes
mellitus sufgetreten =t engibt die Prifung des KF-, Bkekoolyt- wnd
Wamersinffwechsels mit den Gblichen Untersuchungen normale
Befunde feichen siner Hypothyremse fehlen, Die Poberts tsentwhick-
Iung scheint veroigert nnd omvodistindig oo ssin. Die 17-Ketosterods
der altrren Patienien sind anffallend tief. e Gonado bropsd ronosseckh e

Chl:mgenunr]-cung_ E: scheint  also beu'l.e Hrpnphjsﬂtruui’ﬁ.nem
ﬂ.ﬁnlngizkarmmwi-bchiﬂzrwnﬂ:rlﬁrdicﬂ:mdiﬁr:mchﬁudr:
En:bryupnﬂuemdﬂ.nha]q:-unkbfmdm_

! gl wir, dass &= sich um ein nicht =0 seltenes,
gut abgegrenzbes, sinheitliches EHinisches Syndrom handelt Beim
S3ugling und Kleinkind erinnest es an die Myatonia congenita Oppen-
trim. Im Schalidindabter und spaser an die Dysirophia adiposogenitnlis
Fraohlich, an da= Lanrenos-Moon-Biedl-Syndrom  umd an den
hypophysiren Ewergwuchs. Trotz mancher Ahnlichkoeit 13wt es aich
aber von allen diesen Syndromen dewtlich intrrscheiden

A Syndrome Characterized by Obesity, Small Statore,
Cryptorchidism and Oligophrenia Following a
Myotonia-like Status in Infancy

A. Prader, A. Labhart and H. Willi
{Zarich Children's Hospitall

The syndrome to be described is characterized by small stahere, acro-
miicria,” obesity and imbecility, regularly preceded by extreme muscle
hypotonia in infancy. Apart from vadable minoe degenerative charac-
teristics, ome generalfy finds in boys a hypoplastic, Bat scrotum with
inguinal or shdominal retention of testcles.

Sao far, we have found this syndrome in 5 male and 4 female patents.
The oldest patient is 23 years old, the ofdest female patient 15 yeam.
The others are betwessn 5 and 10 yeams old. For the time being, we have
nat induded younger patients, since they do not prsent the entire
climical

As neonates, all these patients had suffered from extreme muscle
hypotonia, leading to the children Iying almost entinely motionbess and
floppy, not being able to either ory or suck, resulting in prolonged stzys
in hospitzls. Hardly any tendon reflexes can be found at that szage.
Typically, “Congenital Myolonia™ or “Lebensschwache™ were diag-
nomed. Unexpectedly, some imp F was lby smer afber
mm]nmda.btﬂ:th&umﬂub:ﬁxrﬁwm!nnbmﬂﬂ:m:qand
micve with ease

Probably as a comnsequence of the very slowly impmowving muscle
hypotonia, the children are ondy able to sit at 1 year of age and o walk
at the age of 2 years. While the hypotonia and adynamia® gradually
improve, obesity sets in around the seoond year of Life At the same
time, growth ipn and olgopk i3t become disinct

mmmlup:ﬁrﬂmpmﬂahaFS}mﬂapmmumm
clumsiness, refexes ar= normal. The size of the head . is rather somall in
relation b body height. X-rays do not reveal any disturbancess in the
sella® area. The parumo- and electro-encephalograms, performed Hues
timies, yisided normel resals.

Metmbolic tests ocould be condudted in only half of the patients
but resubted in normal basal meabolic mates. Apart from the oldest
patient, who had developed disbetes mellites at the age of 17 yoars,
tests of the carbohydrate, elecimolyte and water metabolism yielded
normal resulis when measured with conventional methods. Mo signs
of hypothymidism were found Fuberty seems o be delayed and
inmmplete. In the older pafients, wrimary 17P-eetosteroid® excretion
mezsurements wene very low. The gonadotropin secretion of the 25-
year-old patient was noreased, the cypoochidism probably led o a
hypergonadotropic hypogonadism. The vaginal smear of the 1 5-yer-
old gerl revealed a distinct effrct of estrogens, which makes a hypoths-
Iamic disnrder more licely than pinbtary insufficency. Hegarding
astinkogy, we were not able to find sufficient evidence for heredity or
for embryopathy.

I suremary, we believe that this syndmme is not all that ane, cleardy
mbhmﬂdcﬁ'ﬂhminmitM:m
similarity to amyotonia congenita of Oppenheim,” from achool age on
and later, it resembles Frishlich's = mEl:m:I:ana;enltqu.}-.ﬂrn-
phy)” the Lawrence-Moon-Bisdl-Bardet syndmome,” and later, pituitary
small :um"ﬂuprmdj&::undmhﬂ it can be deardy distin-
guished from the syndromes mentomed.
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1981 - (Houston, USA) David H.
Ledbetter et al. identificano della
microdelezioni nel cromosoma 15 e

individuano i geni responsabili della
sindrome.
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Clinical and cytogenetic survey of 39 individuals with Prader-
Labhart-Willi syndrome

Dr. Merlin G. Butler, F. ohn Meaney, Catherine G. Palmer, John M. Opitz, James F. Reynolds
First published: March 1986 | https://doi.org/10.1002/ajmg.1320230307 | Cited by: 167
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Abstract

In a clinical and cytogenetic survey of 39 individuals with Prader-Labhart-Willi syndrome
(PLWS) (23 males and 16 females ranging in age from 2 weeks to 39 years), an interstitial
deletion of chromosome 15 (breakpoints q11 and g13) was identified in21 cases and
apparently normal chromosomes in the remainder. Studies of parental chromosome 15
variants showed that the del[15q] was paternal in origin, although chromosomes of both
parents were normal. All chromosome deletions were de novo events. Possible causes
for the chromosome deletion and the role of chromosome rearrangements in individuals
with PLWS are discussed. Clinical characteristics of the, deletion and nondeletion groups
were recorded and compared with 124 individuals reported in the literature. Individuals
with the chromosome deletion were found to have lighter hair, eye, and skin color,
greater sun sensitivity, and higher intelligence scores than individuals with normal
chromosomes, Correlation studies of metacarpophalangeal pattern profile variables and
dermatoglyphic findings indicate apparent homogeneity of the deletion group and
heterogeneity of individuals with PLWS and normal chromosomes.

Genetic imprinting suggested by
maternal heterodisomy in non-
deletion Prader-Willi syndrome

Fobert 0. Nicholis*11, loan H. M. Knoll?,
Maeriin G. Butlerf, Susan Karami] & Marc Lalande* 19
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FRADER-WILLL symdrame [FWS) i dhe most common Form ol
dysmerphic penedic nbesity assnciated with menial recardabisa’,
Abost 6% of cases Bave @ cybebagloal debetisa ol oo e
151013 {eele 2, 30 These deliions soeer de o exclesiely
an ihe paternal chrsmoseme™", By comirest, Angelmas syadrome
PAN) B &8 vory diferem clinical diserder and is alse assockaced
with deleisany of region 1Sgllgl% jrels 67), indistingeiskabls
from those in PWS"S except that they ocosr & maro om e
matereal chinmesome®. The parcatal aripin ol the affiected chroms-
symes. |15 m these disorders coold, sherefore, be 3 coninbuiery
facrer in deiermining cheir clinical phenotypes. We bave wew osed



T Pubblicazioni su PWS dal 1956
al 2019
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MNarrow bifrontal
diameter

Almond-shaped eyes

Thin upper lip

Down-turned corners
of the mouth
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Hypothermia
1%

Causes of death among 312 individuals

' ivi ' i : Drug Reacti
with PWS divided into 13 major categories THgReacton

1% Cancer

/2%

Renal Failure
2%

Category Mean Age (SD)
Respiratory Failure, N=94 24.6 (16) yrs

" Cardiac, N=50 32.1 (14) yrs |
Gl, N=30 32.4 (16) yrs

. Infection, N=29 35.7 (16) yrs _

_D_i':esit*,f, N=_22 30.7 [1_2} yrs _]

Pulmonary Embolism, N=19

34.1 (12) yrs

Choking, N=18 30.1 (17) yrs
Accident, N=17 25.0 (16) yrs

| Renal Failure, N=7 34.2 (11) yrs ]
Neurologic, N=6 18.0 (21) yrs
Hypothermia, N=3 30.8 (14) yrs

' Drug Reaction, N=3 25.1(9) yrs

Cancer, N=4

Butler MG et al, Genet Med. 2017 Jun; 19(6): 635—-642

39.7 (27) yrs




© Females, N=199 m Males, N=224

Age of Death
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deletion discovered®*

PCR developed3&37

Chromosome 15
deletion discovered??

Uniparental maternal
disomy 15 discovered?®

Growth hormone
treatment approved

Butler MG et al.
Genet Med. 2017 Jun; 19(6): 635-642



The Endocrine System
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adapted from Holland et al., Int J Obes 1993;17:527-32
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Table 1 Nutritional phases in Prader-Willi syndrome

Phases Median ages Clinical charactenstics
0 Prenatal to birth Decreased fetal movements and
lower birth weight than sibs
1a 0-8 months Hypotonma with difficulty feeding @
and decreased appetiie
W 9-25 months Improved feeding and appetite and
growing appropriately
2.1-4.5 years Weight increasing without appetite p
INCrease or excess calpnes /EFO
4 58 years Increased appetite and calories,
but can feel full
3 8 years to adulthood | Hyperphagic, rarely feels full
4 Adulthood Appetite is no longer insatiable

Modified from Am J Med Genet A7 2 J- /
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Nutrition, Metabolism & Cardiovascular Diseases (2016) xx, 16

Available online at www.sciencedirect.com

Nutrition, Metabolism & Cardiovascular Diseases

journal homepage: www.elsevier.com/locate/nmcd

Disorders of glucose metabolism in Prader—Willi syndrome: Results
of a multicenter Italian cohort study #1  FG3CGI - @A

D. Fintini **, G. Grugni <, S. Bocchini ?, C. Brufani ?, S. Di Candia ¢, A. Corrias ¢,

M. Delvecchio , A. Salvatoni &, L. Ragusa ", N. Greggio ', A. Franzese J, E. Scarano ¥,

G. Trifird ', L. Mazzanti ¥, G. Chiumello ¢, M. Cappa °, A. Crind **, Genetic Obesity Study
Group of the Italian Society of Pediatric Endocrinology and Diabetology (ISPED)

Methods and results: We performed a multicenter study based on [ 144 females,
aged 20.3 + 10.4 yrs (range: 8.1—50.1 years)] evaluating the prevalence for AGM in the entire
group, and according to age (children <10 yrs; adolescents 10—18 yrs, and adults =18 yrs), Body
Mass Index (BMI = kg/m?), gender, genotypes (deletion or uniparental disomy for chromosome
15), and GH therapy (GHT) (untreated, previously or currently treated). Altogether, AGM was de-
tected in 67 (24.4%) of patients (0.7% IFG, 10.2% IGT, 13.5% T2DM). The prevalence of AGM was
correlated to age (p = 0.001), BMI (p = 0.001) and HOMA-IR (p = 0.001). However, gender, ge-

notype, and GHT did not influence AGM development in univariate analysis. These data were
confirmed as positive predictors when inserted in a multivariate analysis model.
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Medications used to treat weight loss and their effects in PWS

Medications Mechanism of action Positive effects Side effects
Feversible mhibitor of gastmnc and . : - ana, Malabsorption of fat-soluble vitamns.
Orlistat pancreatic hipases rewenl appyanately (0% of Severe diarthoea if the patient consumes a lot of

&

iperipheral mechanism action)

dietary fat from being absorbed

fat. Steatorthea

Metformin <:

Insulin sensifizer; it may allow msulm
to reach 1ts receptors m the
hvpothalamus to stimulate satiety

Improves sense of satiety and
decreases anxiety about food

Gastromtestinal problems.
Lactic acidosis.
It mav lead vitamin B12 deficiency

Unspecific inlibator of serotonin and

Shortness of breath Increases blood pressure and

Sibutramine : _ Increases energy expenditure cardiovascular events. Mental health problems
BaseRuEphpe: yeuake arising in some individuals with PWS - ﬁ@
Endocanmabinoid CB1 receptor Decreases appefite and lipogenesis; | Anxiety and psycliatme side effects {(depreszion
Rimonabant antagomst (in central and peripheral mcreases and even sweide - psychotic reaction) - disturbed
NEFVOUS systent) energy expenditure sleep (Withdraw
Highly selective serotonermc 5- Beneficial effects on markers of |Headache, mfection, sinusitis, nausea, depression,
Lorcaserin hydroxyiryptamine {3-HT}c receptor cardiovascular and diabetes nsks. |anxiety, and smicidal thoughts. Possible concems of
agonist Limited weight-loss efficacy cancer nsks.

Naltrexone/Bupropion

fin associarion) ]

Opimd (f-endorphin) receptor
antagomst + Norepinephrine-dopamine
reuptake mhibitor (mcrease in POMC
activity in the hypothalamic
melanocortin sysiem)

Decreases nmger and increases
energy expenditure; improves

skin-picking and behavior

Gastromtestinal problems, dry mouth, headache,
Increases sweating, Insommnia. remor

Blood pressure often increases.

Growth Hormone

Increases mmscle mass, stamina bone
mineral density and decreases body fat
mass

Improves development. behavior,
flexibality, motor performance and

alertmess

Contromndicated mn children with PWS who are
severely obese or have severe respiratory
Impairment.

Long-acthing somatostatin analogue -

No sigmificant affects on weight,

i decreases fastmg ghrelin behavior or appetite Ay
e Modulates Na™ channels, GABA and Improves food-seeking behavior, |Fatigue, dizziness, paresthesia, somnolence, ataxia,
P AMPA kamite Teceptors skin-picking, and atypical psychoses | sedation, nephrelithiasis, ould confusion.
Liagider | Comeon byt IGTED | loproes gheems coil, | asen Deayed g enpyng
Exenatide PR Yo Geiredion weight < | Sigmficant merease in heart rate.
6( = L& - > 1 §)*+?
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Use of GLP-1 Receptor Agonists in Prader-  Banfo Fintini,” Graziano Grugni

Claudia Brufani," Sarah Bocchini,*

Willi Syndrome: Report of Six Cases Marco Cappa,” and Antonino Cring’

Diabetes Care 2014;37:e76—e77 | DOI: 10.2337/dc13-2575 5 ‘5B & e 8C 1$)&"

D 1 E /7 1

Table 1—Characteristics of the patients and variation of parameters and therapy during the period of therapy/observation of
six PWS patients

6 1 #
Basal 12 months 24 months
Age HbA, . % Hba, % HbA,. %
Patient  Sex  (years) Therapy BMI (mmol/mol)]  BMI {mmol/mol) BMI  [mmol/mol) Therapy
1 i) 373 Lrg 1.2 Met 1,700 36 7.6 (B0) 33 6.3 (45) 32.4 6.9 (52) Testosterone 250 mg
Ramipril 5 mg
Calcitriol 0.5 pg
hot 20.7 Exn 20 Met 3,000 28 8.2 [6B) 28 7 (53) 26.5 6.8(51) Topiramate 40 mg
3 4 27.7 Lrg 1.2 Met 1,700 343 7.5 (58) 44 6.9 (52) 34 7.4 (57) Ramipril 5 mg
Candesartan 8 mg
F 30.4 Lrg 1.2 Met 3,000 50 B7 (72) 48 7.3 (56B) 48.1 7.8 (62) Allopurinol 150 mg
5 F 37.1 Lrg 1.8 Met 2,000 30 8.3 (67) 31 8.6(70) 30.2 9.3 (78) Simwastatin 20 mg EEPP
Glic 30
b F 34.5 Exn 20 Met 3,000 57 9.5 (80) 59 9.5 (BO) 58.5 10.1 (87) Furosemide 25 mg

All therapies are intended daily except for testosterone (patient 1), which was administered monthly. EEPP, estroprogestin; Exn, exenatide ( ug/day);
F, female; Glic, gliclazide (mg/day); Lrg, Hraglutide (mg/day); M, male; Met, metformin (mg/day).

During the 24 months of treatment, we detected a tendency to decrease BMI, HbA,, and waist circumference and a significant decrease of mean
glycemia during continuous glycemic monitoring at 12 months in respect to baseline.

No side effects were reported in PWS patients. Mild reduction of appetite was observed by patients and parents, although not documented by questionnaire.



Naltrexone/bupropion for obesity: An investigational combination
pharmacotherapy for weight loss

|~ . Indicated for adult patients (> 18 years) with initial BMI of >30kg/m¥ or =27kg/m? to <30kg/m?
. in the presence of one or more weight-related co-morbidities
(Please refer to SmPC for full prescribing information)

Decreased appetite +
Increased energy expenditure
= Weight loss
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5.K. Billes et al./ Pharmacological Research 84 (2014) 1-11
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CLINICAL STUDY Side effects: acute psychoses

Long-acting octreotide treatment causes a sustained decrease in
ghrelin concentrations but does not affect weight, behaviour
and appetite in subjects with Prader—Willi syndrome

Kathleen De Waele, Stacey L Ishkanian, Roberto Bogarin, Charmaine A Mira nda', Mohammad A Ghatei-,
Stephen R Bloom~, Daniele Pacaud® and Jean-Pierre Chanoine

A 56-week prospective, randomized, cross-over trial.

Results: Fight subjects completed the study. Oct caused a decrease in both acylated ( —53%) and desacyl
(— 54%) fasting ghrelin concentrations (P<<0.05) but did not significantly affect BMI. Oct had no
significant effect on peptide YY concenftrations, appetite or compulsive behaviour towards food. Oct
caused a decrease in insulin-like growth factor-I concenfrations. an increase in HbAle and fransient
clevation of blood glucose in two subjects. Three subjects developed gallstones.

Conclusions: Oct treatment caused a prolonged decrease in ghrelin concentrations in adolescents with
PWS but did not improve body mass or appetite. Future intervention studies aiming at clarifying the role
of ghrelin in PWS should focus on the administration of specific inhibitors of ghrelin secretion or ghrelin
receptor activity that do not interfere with other appefite-regulating peptides.
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Original article

Psychiatric adverse effects of rimonobant in adults with Prader Willi syndrome

Roja Motaghedi®”, Elizabeth G. Lipman?, Jeannette E. Hogg®, Paul . Christos €,
Maria G. Vogiatzi® Moris A. Angulo ¢

Endocannabinoid receptor CB1 antagonist, rimonabant, has been effective for treatment of obesity in adult subjects.

Rimonabant promotes weight loss by multiple proposed mechanisms, including decreases appetitte and lipogenesis,
and increased energy expenditure.

% ( ( "#(# 0

Results: Due to psychiatric adverse effects, 50% of subjects in the rimonabant group withdrew, and the
study was terminated early (N = 10) for safety concerns. There was a trend for weight loss, lower fat mass

and higher IGF1 level at the end of study in this group. Leptin followed the fat mass and decreased with
rimonabant treatment.

Conclusion: Rimonabant administration may be efficacious for weight loss in adults with PWS; unfortu-

nately it is associated with an unacceptably high risk of psychiatric side effects. Future CB1 antagonists will
need a better psychiatric profile before considered in the treatment of obesity in this genetic condition.



Effects of Topiramate in Adults With
Prader-Willi Syndrome L e >

Nathan A. Shapira, Mary C. Lessig, Mark H. Lewis, Wayne K. Goodman, and

Dapiel J Driﬁcolll 1o PR S
University of Florida

) . Topiramate did not significantly change calories consumed, Body
Mass Index, or increase self-reported appetite. In addition, there were no significant changes
in compulsions. Surprisingly, topiramate treatment resulted in a clinically significant im-
provement in the self-injury (i.e., skin-picking) that is characteristic of this syndrome. Po-
tential benefits of topiramate for self-injury should be evaluated further in controlled trials.

Topiramate in the treatment of Prader-Willi syndrome: A case
repurt 2 9 ) | 2 FQC % |/

Nicole East, PharmD®
Megan Maroney, PharmD, BCPP?

Discussion: This case demonstrates the positive effects of topiramate for reducing aggression and demand
for food in a child with PWS most likely due to an increase in satiety. It is hard to definitively attribute the
positive response directly to topiramate. Further research should be conducted to determine if topiramate is
an effective treatment option in these individuals.
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BioEnterics Intragastric Balloon for Treatment of Morbid
Obesity in Prader—Willi Svndrome: Specific Risks
and Benefits
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Abstract

Background Obesily i

wal, and 3

mandatory  to died
metabolic complicalis stric pertora-
assess risks and benefits of BioEnTeres—= s, BMI: S?Gkgfmzj BIB
(BIB) for treatment of morbid ﬂh#&lly in PW'S patients, was surgically removed aﬂr,-r 25 days because of symptoms

Methods Twenty-one BIB were positioned m 12 PWS pa- suggesting gastric perforation (not contfirmed). The remain-
tents (4 M, 8 F), aged from 8.1 to 30.1 yvears, and removed ing ten patients showed a significant decrease of BMI ( p=
0.005) and of fat tissue as measured by DXA (p=0.012).
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Laparoscopic sleeve gastrectomy in children and adolescents with
Prader-Willi syndrome: a matched-control study

Aayed R. Algahtani, M.D., F.R.C.S.C., F.A.C.S."", Mohamed O. Elahmedi, M.B.B.S.”,
Awadh R. Al Qahtani, M.D., M.Sc.. F.R.C.S.C.%, Jachoon Lee, Ph.D.",
Merlin G. Butler, M.D., Ph.D., FF.A.CM.G.*

Baseline Three Months  Six Months One Year Two Years Three Years Four Years Five Years
Follow-up Timepoint
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BARIATRIC SURGERY DURING THE TRANSITION PHASE IN PRADER-WILLI SYNDROME:
LONG-TERM OUTCOME AFTER BILIOPANCREATIC DIVERSION

Antonino Crino', Danilo Fintini, Alessio Convertino, Sarah Bocchini, Graziano Grugni.
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(D orEE D) - 80 %,
3

1 2) $ %+ +$/3 ) &
of 50 * W ++$ - *$ 0 /
) 6) )5 7 8- 9:8/*%+x - +0 +/
1 2) ") *$r - 10t/
) ;<. < - ;> )
) % : ) ' ) #
r " # "
# 1 $ % et # %

(5 )
¢ # # % 8 ( 5+ #






I O#0$ )! 10 7/ " |
e /" (1)

« 1S5 01 " 1 7/ KIO$™ #0$ )!
1 21 471 115"




Eur ] Pediatr I"H-I 1| Jl.-l ?T' 333
DOT W 1T

ORIGINAL PAPER

A. Cring - R. Schiaffini -+ P. Ciampalini - 5. Spera

L.. Becearia ¢+ F. Benzi ¢ L. Bosio + A. Corrias

L. Gargantini - A. Salvatoni - G, Tonini

. Trifiro - C, Livieri - Genetic Obesity Study Group of
ltalian Society of Pediatric Endocrinology and
Diabetology (STEDP)

Hypogonadism and puher'tal develupmnt in Prader-Willi syndrome
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Congenital hypothyroidism due to ectopic @
sublingual thyroid gland in Prader-Willi
Syndrome: a case report

Sarah Bocchini', Danilo Fintini®, Graziano Grugni”, Arianna Boiani', Alessio Convertino' and Antonino Crind
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Thyroid function in patients with Prader-Willi syndrome: an
Italian multicentre study of 339 patients.

Lorenzo. Tughetti’. Giulia. Vivi', Antonio Balsamo~. Andrea Corrias’. Antonio
Crind* . Maurizio Delvecchio’. Luigi Gargantini’. Nella Augusta Greggio'. Graziano
Grugni®. Uros Hladnik”’. Alba. Pilotta'®. Letizia Ragusa'’. Alessandro Salvatoni'".

' ; 4 i il
Malgorzata Wasniewska'. Giovanna Weber'*, Barbara Predieri

Results: . 243 children and adolescents and
96 adults. onfirmed diagnosis of PWS. The
prevalence of thyroid dysfunction was 13.6%. C-HT was found in 4 children
(1.18%), HT in 6 patients (1.77%), CE-HT in 23 patients (6.78%), and SH
in 13 patients (3.83%). All other subjects were in EuT (89.3%).
Conclusions: Thyroid dysfunction seems to be a frequent feature in
subjects with PWS and should be regularly investigated in all PWS patients
both at the diagnosis and during follow up.
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Clinical Trials in Prader-Willi syndrome (in progress/starting soon)

Eligible . :
- : : . . Study Lenght | When will | #of partecipants
1 \" Fi Fi ¥, - Y
Drug Name Compound Company |Phase Tvpe of study iif P trial start® | to be included
Inhibitor of GOAT GLWL
enzyme that converts ' : : : .
« GLWLA] |UAGwnaciated hrelin) | Research, | 1 | |opiebindrandomized | ¢ oo 18 w e 34
in AG racylaved ghrelink: Canada CIossover =
It decraases A levals
. Soleno Triple blind, placebo- . May
Dhazoxide Therapentics III controlled 4 15w 018 about 100
. 2. o | Camnabinoid receptor
* c;;;"bldllul CB1 antagomsts; Insys il Fandomized, double-blind 2.17 17w June 66
( I J OTAL | Serotonin 1 receptor | Therapeutics placebo controlled o - 2018
solufion modulators
o Carbetocin | Intranasal Levo o | Blinded randomized (followed | - 1o | ppionoTEOS October s
(L1-101) / |Oxytocin analog Therapeutics by open label) . ] 3-5:1 FGLEWT};%?H | 2018 ’
o Tivnles - Millendo , Double blind, randonuzed, s i |
AZ-331 Therapeutics b/l placebo-controlled study 12-63 3 months 2012 about 150
: : Completed
) Bhythm Fandomized. Double-Blind. i . "
Setmelanotide Pharmaceuticals = Placebo-conirolled Pilot Study 16 4w No moving 40
- fo Phase 3
iraglutide GLP-1 Receptor e e aa Faandommzed. double-Blind, —_— November
agomsts Novo Nordisk o placebo-controlled 618 e 2015 80
v Tesofensine/ Samiona Fandomuzed, double-blind, 1217 A il
ESOFENSMES | Tosomet ’ : IIa placebo-controlled, climeal 12 w '.,P - 10-15
Metoprolol Denmark study 18-30 2017
Methuonine Zafzen Randomized, double blind ZGN1061
+ Beloranib |amunopephdase 2 = III X laceb -tr lled studv : 12-63 26w (in the futura) 107
(MetAP2) inhibitor placebo-controtled study e T

‘ Primary endpoint = modification of hyperphama measuwred by the Hyperphagma Questonnawe for Chmeal Tnals (HOQ-CT (Dickens EAL 2007)


































