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Intrapair resemblance in very low calorie diet-
induced weight loss in female obese identical
twins
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OBJECTIVE: To assess intrapwe resemiblance in changes of body weight, total body fat, fat dstribution, reting

enetabolic rate, fasting respiratory quotient and cardiovascular disease risk factors in respense Lo therspeutic wesght

1oas In fernabe obese identical

DESIGN: Patients stayed or 80 days on an Inpatient metabolis anit under careful sypervision. The stay was divided
7 days for
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'S Fourteen polrs obese idontical twins (age: 35,0 < 1.7y: body welght (BW),
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MENTS:.

Betore after weight the following measurements weee made body composition by
m and hydodersitometry, ot oot ot by ultzasonogrephy, resting metabolic rate by indirect
cakorimetry. Total cholesterol, and uric acld were :mmou by
standaed o0

ures. Blood pressare was messured in
RESULTS: Subjlects lost 8.8 = 1.9kg of weight, from 83.9 + 212 10 85.1 108kg (P~ 00081 s €452 8 o 0
P 0.001]. Welght losses voried widely among subjects, with a high correlation botween losses of

pairs for body welght {r— 0.85; £ 0.001) and for body fat ir-0.85, P - uuucumhm-ummum

waight loss were #iso comlated smong membars of twin pairs whersss changes in biood pravsure, cholestercl and
ware not

mmmwuawmnummmm in very low calorie diet induced wnd fat losses in

Semnale obews identical twins suggests sn important role of genetic factors in response to the weight reduction

rogimen.
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Figure 1 Similarity within pasrs with respect to doeresse i Figure 2 Similirdty within pairs with réspect 1 decroase in
body weight in 34 pairs of obese female twins in fmsponse th  body a1 in 14 pairs of abese female Twing In response 1o 23
28 carys of very Sow calore diet (1,601 Each port represents  days of very kew calore diet (1.6 M), Esch poirt reprassnts one
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identical twins. Int J Obes 24, 1051-1057 (2000) Y
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Austin J Nutr Metab. 2017; 4(3): 1052.

Genetic Variants in LEP, LEPR, and MC4R Explain 30% of
Severe Obesity in Children from a Consanguineous

Populati
\r.ao??;a :.-.r:nm LEP, LEPREZMCARE
AN EARFR30% R E IR SRR

Emmanuclie Durand™*, |
Objective: Single pane mutations leading 1o severs cbesity have so far bean identiied In 3-5% casee In
European populations. However, prevaience of these pathogenic mutations has not y beon
examined in specific consanguineous populsions. Hers we describe the incidence of obssity-assaciated
mutations through A step-wise sequance analysis, 1t a cohort of 73 Pakistani children with severa abasity
asanguineous tamibes.
inzialy, oll subjacts were scraened for mutatians in coding regions of kptin (LEF) and melanc-
cortin 4 receptor (MC4A) genes by drect sequencing. Subjects negative for mutation i these genes
were soreenad using microdroplet PCR enrichment and NGS. Genomic structur varlason was assessed
by ganotyping. Serum leptin, insulin, and cortisol were datarmined by ELISA,
Results: Among 73 chicren with sevens obesity (BMI SDS > 3.0}, we identified 2 prebands and 5 relatives,
canying 10 diforent loss of-funckion homozygous mutations n LEP. leptin receptor (LEPR), and MC4R
Qenes, inciuding 4 navel variants. Hypercorisokemia was sgnificanty emphasized in LEP mutation carmiers
The of pathogenic mutatiors in genes known to directly influence laptin
mefanocortn signaing s 30% In our cohort. The results of this study smphasize the deairabity of under-
taking systematic and in-depth genetic analysis of cases with severe cbesity in specific consanguineous
popusIbons.
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Chiang et al. BMC Genetics __(2019) 20:97
hitps:/doi org/10.1186/512863-019-0797x
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Genome-wide association study of morbid
obesity in Han Chinese

Kuang-Mao Chiang'"
Wei-Jei Lee” and We

Check for
updates
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Background: As obesity is becoming pandemic, morbid obesity (MO), an extreme type of obesity, is an emerging
issue worldwide. It is imperative to understand the factors responsible for huge weight gain in certain populations
in the moder society. Very few genome-wide association studies (GWAS) have been conducted on MO patients.
This study is the first MO-GWAS study in the Han-Chinese population in Asia

Methods: We conducted a two-stage GWAS with 1110 MO bariatric patients (body mass index [BMI] 2 35 kg/m?)
from Min-Sheng General Hospital, Taiwan. The first stage involved 575 patients, and 1729 sex- and age-matched
controls from the Taiwan Han Chinese Cell and Genome Bank. In the second stage, another 535 patients from the
same hospital were genotyped for 52 single nucleotide polymorphisms (SNPs) discovered in the first stage, and
9145 matched controls from Taiwan Biobank were matched for confirmation analysis.

Results: The resuits of the joint analysis for the second stage revealed six top ranking SNPs, including rs8050136 (p-
value =780 x 10° %), 159939609 (p-value = 132 x 10~%), 151421085 (p-value = 154 x 10”9, 159941349 (p-value =
9.05% 107, 151121980 (p-value = 7.27 x 10~ 7), and 159937354 (p-value = 6,65 x 10~ ), which were all located in FTO
gene. Significant associations were also observed between MO and RBFOX, RP11-638 3.1, TMTCI, CBLN4, CSMD3,

and ERBBA4, respectively, using the Bonferioni correction criteria for 52 SNPs (p < 96 107

Abstract

Conclusion: The most significantly associated locus of MO in the Han-Chinese population was the well-known FTO
gene. These SNPs located in intron 1, may include the leptin receptor modulator. Other significant loci, showing
weak associations with MO, also suggested the potential mechanism underlying the disorders with eating
behaviors or brain/neural development

Keywords: Morbid obesity, Body mass index, Genome-wide association study, FTO
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*  Reduce food intake

+ Increase energy expeaditure
Int. J. Mol. Sci. 2020, 21(23), 9035
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Best Practice & Research Clinical Endocrinology & Metabolism, . -
Volume 26, Issue 2, 2012, Pages 211-226,
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ORICINAL ARTICLE

An Obesity-Associated FTO Gene Variant and Increased Energy Intake in
Children
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The NEW ENGLAND JOURNAL of MEDICINE

“ ORIGINAL ARTICLE ”

FTO Obesity Variant Circuitry
and Adipocyte Browning in Humans

Melina Claussnitzer, Ph.D,, Simon N. Dankel, Ph.D., Kyoung-Han Kim, Ph.D,,
Gerald Quon, Ph.D., Wouter Meuleman, Ph.D., Christine Haugen, M.Sc.,
Viktoria Glunk, M.Sc., Isabel S. Sousa, M.Sc,, Jacqueline L. Beaudry, Ph.D.
Vijitha Puviindran, B.Sc., Nezar A. Abdennur, M.Sc., Jannel Liu, B.Sc.,
Per-Arne Svensson, Ph.D,, Yi-Hsiang Hsu, Ph.D., Daniel ). Drucker, M.D.,
Gunnar Mellgren, M.D., Ph.D., Chi-Chung Hui, Ph.D., Hans Hauner, M.D,,
and Manolis Kellis, Ph.D
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Int. J. Mol. Sci. 2016, 17(11), 1851
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(eg. ADIPOQ, APL15, ADRB2, APOA2, APOAS5)
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(eg. ADCY5, GIPR, GNB3, TCF7L2)
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