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Discussion: In our study, the diagnostic rate of aC0H and ES results are
S]I[_‘_'J)[l} higher than in pl'l':'l'IDIJS studies. ES had a similar detection rate in

oups, isolated and complex, but they are higher when compared
wnh c detection rate of aCGH. ZFh diagnosis ratc is cven more signif-
icant in multisystem cases, achieving 50% with a2GH and 66,7 % with
ES5. In a general way, ES seems to be a potential method to im]:lrnw: the
diagnosis, and performed after the aOGH leads to a significant increasc
in the diagnosis rate, mostly in multisystemic cases. However, we must
take note that two years is a short period of evaluation, and our group
is also limited. Further research is necded, particularly expanded to
other units, for definitive conclusions, standardization of procedurcs
and maximization of benefits and efficiency. Autopsy proved oo be an
excellent in the diagnostic process.
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Introduction: Familial hypercholesterolemia (FH) is the most common
inherited disorder of lipid metabolism and is dinically characterized by
elevated plasma cholesterol, which predisposes to cardiovascular dis-
ease (CVD. In nearly 207% of the cases, FH is cansed by a pathogenics
likely pathogenic variant in the LDIR gene. In this work, we aimed to
comparc the cardiovascular burden in familics from the Portuguese FH
Smdy (FFHS) carrying different LIDLR variants functionally smudied.
Metl'md.olog? The PFHS database [containing clinical and molscular
characterization of individuals referred to the PFHS) was consulted.
Considering well-documented personal and familial history of CVIN a
total of 246 PFHS familics carrying LD R causative variants (previ-
ously functionally characterized) were selected for this smady.

Resulis: According to the results of functional assays reported, 47 dif-
ferent pathogeniciikely pathogenic variants (found in 617 subjects)
were divided inte 3 cut-offs of LDLR activity: <5% (n=15), 5-30%
(n=1&}, and 30-70% [n=16). Within 80 familics carrying variants with
a LDLR activity of <5% (214 participants), 10% of individuals suf-
fered at least one cardiovascular event (mainly myocardial infarction)
at medium age of 44 years, and the majority reported familial history
of CVD in more than 2 generations. In 1135 familics carrying variants
with LDLR activity between 5-30% (220 participanis), 7% of the sub-
jocts had a cardiovascular event ar medium age of 41, It is relevant
to note that the individuals presenting CVID had, specifically, variants
showing less than 15% of activity. Despite comparatively fewer sub-
jects (only 123} in 51 families carrying varianis with a LDLR activity
of 30-70%, 12% of them reported developmen: of CVID ar motably
older age (medium of 51).

Discussion: Al the percentage of paticnts with premature CVD
seemed to be wery similar in the different groups, the mean age of
onset is considerably higher in patients with a higher LDLR activiey.
To decrease the cardiovascular burden of individuals with FH, the carly
identification of these individuals and the functional characterization of
wvariants, should 'ormed for a better and more personalized diag-
nosis and discase management.
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Hemoglobinopathies encompass all genetic discases of hemoglobin
{Hb), the iron-containing oxygen-transport protein present in red blood
cells. They acour due to mutations in globin genes or in their regulatory
regions, and are classified as Hb variants and thalassemias. The aim of
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this work was to identify the molecular lesions in the origin of complex
cases of hemoglobinopathies and understand the underlying pathophys-
inlogical mochanisms.

Wi investigatod 15 clinical cascs suspectod of having one or more hemo-
globinopathy, presenting with atypical hematological phenotypes. The
study included the search for alterations in beta- and alpha-globin gene
clusters by PCR, Gap-PCR, Sanger soguencing, and Multiplex Ligation-
dependent Probe Amplification. In silico analyses were performed using
Polyphen-2Z, SIFT, and varSeak.

Two  beta-thalassemia carriers with abnormally  low HbBAZ  level
were found to have double hcoterozygosity for a mutation in HBB
gene (C92+ 1GxA, c.%2+6T>C) and a deltachain Hb wariamt (Hb
AZ2-Yialousa). Another case was justfied by a nowel large deletion,
which removes the entire beta-globin gene cluster as well as the olfac-
tory receptor genes, OR52ZA1 and ORS1V1. Changes in HbAZ values
were also justified by a delesion that eliminates the HBD (Corfu dele-
tion) or by the presence of the HbAZ variant. Atypically high levels
of feral Hb were explained by alterations in promoters of HBG genes
(HBG12c-248C> G, HBG o -228 T, HBG2:c.-2110-T) or by dele-
tions that remove both HBD and HER (HPFFH-1, HFFH-21. An even
more complex case was originated by triple heterosygosity involving
thie Southeast Asian alpha-thalassemia deletion, pEa-chain wariant
Hb Westmead, and the beta-chain variant HBE. As far as we know, this
is the first case in which the three alterations were found in the same
inadividual.

Individuals presenting abnormal CIoby| due to more than one
hemoglobinopathy rrili.a',I be misd.ll;hgn-: i if not correctly  studied.
Unravelling the genetic basis of complex clinical cases allows a berter
referral to genetic counselling, improves the understanding of the patho-
physiclogy of the disease and its modifying factors, and may reveal new
therapeutic targets.
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Introduction: Head and neck cancer (HMNC) is the 7th most com-
mon cancer and is also one of the most fatal cancers. Furthermore,
as this cancer develops primarily in an arca where several important
buman structures are located, such as the tongue, gums, pharynx,
and wocal cords, patients who must undergo more aggressive treat-
ments may lose, partially or totally, their ability to speak, swallow
or chow.
This study aimed to develop a pipeline o check for differences in copy
mumber variations berween groups of HNC patients with similar radio-
mic featurcs. An understanding of these differences can be used to
develop more personalized treatments to reduce both the mortality and
maorbidity of this discase.
Methods and Results: For this study, a small dataset of CT images
from nine patients with head and neck cancer was used. The pipe-
line ins with the s entation phase, using a graphical wser inper-
face I?E?'IJJH designed aninthis pulpﬁsc, of da;mmnﬁ— \!zsihlc regions of
the tumor in the available images of cach patient. Radiomic features
are then extracted from the segmented tumor regions that are used,
in the next stage, to perform a clustering analysis enabling patients
to be grouped into clusters. In the final stage, all the genes identified
with copy number alterations, in the DMNA extracted from the mumor
tissue, using the array Comparative Genomic Hybridization technigue
are analyzed and it is checked which ones show a significant difference
berween chasters.
Conclusion: The development of this pipeline has provided a methodol-
ogy that makes it possible to link copy number alterations to informa-
ticn present in CT images. This form of analyzing data can be applicd to
other situations provided that clinical images and genomic information
is given, which makes it extremely versatile.



