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08:20-08:30am

08:30am-12:00pm

08:30-8:50am

08:50-09:10am

09:10-9:30am
09:30-9:50am
9:50-10:00am

10:00-10:30am

10:30-10:50 am
10:50-11:10am
11:10-11:30 am

11:30-12:00am

Program

Friday, November 15, 2019

Welcome and Introduction
Francisco Bandeira & Hossein Gharib

Workshop on Obesity and its Complications

Chair: Thais Gelenske (IMIP) & Alberto Dias (UFGO)

The use of supplements for weight control: serious or just hype?

Fabio Moura (UPE)

Exercise-induced browning of white adipose tisue: what is the clinical
significance?

Ricardo Oliveira (UER])

Dietary interventions and type 2 diabetes remission: what’s new in 2019?
Cynthia Valério (IEDE)

GLP1 receptor Agonism and Co-agonism: What’s New in 2019?

Josivan Lima (UFRN)

Q&A

Refreshment Break and Exhibit

Chair: Luciano Albuquerque (UFPE) & Carol Thé (UFPE)

Effects of non-nutritive sweeteners on health

Erico Higino (UFPE)

NAFLD in Type 2 Diabetes 2019

Fabio Marinho (RHP)

Metabolic Effects of Transgender Cross-hormone Therapy

Elaine Costa (USP)

Bariatric Surgery in Type 2 Diabetes: Sleeve Gastrectomy vs Roux-en-Y
Gastric Bypass

Narriane Holanda (UFPB)
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02:00-6:00pm

02:00-03:30pm
02:00-02:30pm
02:30-02:50pm
02:50-03:10pm
03:10-03:30pm
03:30-03:50pm
03:50-04:20pm
04:20-05:20 pm
04:20-04:40pm
04:40-05:00pm
05:00-05:20pm
05:20-05:40pm
05:40-06:00pm

06:00-08:00pm

6th Diabetes University

Welcome and Introduction
Francisco Bandeira & Fabio Moura

Update on medical management 2019

Chair: Cynthia Lucena (HAM) & Daniela Rego (HAM)
Treating Pre-Diabetes: A Call for Action

Maria Amazonas (RHP)

Assessment of the Pediatric Patient with Obesity and IGT
Tania Bachega (USP)

Overcoming the Therapeutic Inertia for basal insulin Intensification

Alexander Benchimol (IEDE)

Early combination therapy for type 2 diabetes
Sérgio Véncio (UFGO)

Q&A

Refreshment Break and Exhibit

Current issues on complications

Chair: Emmanuel Abreu (SBC) & Cristina Bandeira (HAM)
Effect of menopause on diabetes control and complications
Ricardo Meirelles (IEDE)

CGM, Glycemic Variability and Diabetic Complications
Francisco Bandeira (UPE/IFB)

The Chalenges of Diabetes Management in the Elderly

Ana Carla Montenegro (IMIP)

The Dawn Phenomenon: SGLT?2 inhibitors in Heart Failure
Marco Antonio Alves (Hospital Esperanca)

Q&A

Happy Posters



Saturday, November 16, 2019

4th Annual Meeting of The AACE Brazilian Chapter

08:15-08:30am Welcome and Introduction
Francisco Bandeira and Hossein Gharib

08:30-10:00am Plenary I
Chair: Leonardo Bandeira & Manuel Faria

08:30- 09:00am Testosterone replacement therapy: friend or foe?
Pierre Bouloux (London University, UK)

09:00-09:30am FRAX tool in clinical practice: past, present and future
Eugene McCloskey (Sheffield University, UK)

09:30-10:00am Agressive LDL lowering in diabetes: risks and benefits

Robert Zimmerman (Cleveland Clinic, Cleveland, USA)
10:00-10:30am Refreshment Break and Exhibit

10:30am-12:00pm Plenary II
Chair: Luiz Griz & Elba Bandeira (HAM)

10:30-11:00am Thyroid Diseases and Pregnancy: emerging concepts
Hossein Gharib (Mayo Med School, Rochester, USA)
11:00-11:30am Clinical Approach to the Patient with Obesity

Barbara McGowan (King’s College, London, UK)
11:30am-12:00pm Biochemical Markers of Bone Turnover: A Comprehensive update 2019
Eugene McCloskey (Sheftield University, UK)

12:30-02:00pm Lunch
02:00-03:30pm Plenary III
Chair: Gustavo Caldas & Maria Paula Bandeira (IFB)
02:00-02:30pm Endocrine hypertension: diagnostic challenges and future directions
Pierre Bouloux (London University, UK)
02:30-03:00pm Treating Obesity: A 2019 Overview
Barbara McGowan (King’s College, London, UK)
03:00-03:30pm The treatment of type 2 diabetes in 2019: Making new friends
Robert Zimmerman (Cleveland Clinic, Cleveland, USA)
03:30-04:00 pm Thyroid cancer: State-of-the-Art management in 2019
Hossein Gharib (Mayo Med School, Rochester, USA)
04:00-04:30pm Q&A
4:30pm Closing Remarks
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FABIO MOURA - The use of supplements for weight control: serious or just hype?
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FABIO MOURA - The use of supplements for weight control: serious or just hype?

Deaths Caumed By “Matural” Weight Loas Supplerents in Santa

Tcracen o inabiusn Garsl de
Fariciny o Sarts Cansra G
T e ST il
AL s AL e s
[REERTF PR e Ty

Faalr ad b EPATETET =

oS M P L v

It e Erip |n —_

—_—
e i ]
T ITRATCRI Tk 8 vt T gy i e “Pilkskan

B 17, 1 IS W, 0 k. s BEGHP nrvtims ok
v o ik ke

Weight loss supplement dliﬁlﬁlmxmm to machanism of
on

ciet v iock deiary Il snarption

pheaci 50 Gl s V1
et s e 1 bt il g
i 341 gl et 14
Cofleie 11 rnast e xilaton 51 Commy
ey (1T ey Bl perBan Webaras oo
P e B by an
Ussabe bk te e o i i
oo v v "“"':""""'_"
L (177 i e {50 & Lt nrcs e e digaed 111
Dy L o {113 o

ey R 0o (T L'“'_"'-.m

Farcaam o

e S, e P

Wmmmm;mﬂu;mmmuwummw
acticn

aT R sy 4 gerdtus i ety Bhoek ey U alearptian

ey (% i g 134 Dhaacan 741

Enes Jocge v Garpearvan 17 Pt it

Taiita Ll Pyl LT

Laflarn 11T iprsa B geidacion o Lmimi il

oty toacon 1 pea a8 prerhess [ rrr——

Pkl i P [ L] T

[T RR PR eyt st 1 . -

ruplabeodiyr (= T R

w117 Ve (1 ;

G 20 Lo A0 ﬁn‘: SR v
ot bk 1]
e Aeple i g T

b s

weight loss supplement classification according 19 mechaniam of

TR agy ERT [ ook drtary St e

Esrwd (1] T g 3 Dt 4]

Wiw arwge LR Gamrarnn T P i il AT

i () Pl =) Camdiben (151

L 4T incupasn b sedate. o Lo 51

oty o [T [T T s i

T _— il U b e ih

ey
it i _ﬂm  annited
:::“ [y P ——— 1
. e [

l.'-"i:l-m i g i

e ]

Bt

Thee istt of supplamants for weight control: saricus of just hype?

* SCHEDLULE

2 *Tep" Welght Loss Supplesmnts

FDA banmed of discouraged substances were very high in weight loss
SUpplements

- PTP—

20 sebes, 380 pabenti, eiige Rollrw-up T wogka Hp—
0% grrwwipht of ptame 5 T
Oty i coramed Rolnes PTG .
Mo afiect on sl beta 1 and Beti } adeenerpe recaplons nesonidie b OV eSech
1 cosian off Smg incrednias A by S4Rcad in DA Bours

Mo dierens o wesght i i placeis

Chromium [Chromium Ploolinate)

15



16

Pardane iy 41
I
[T |
[T
Ll 219
Ciarry fuow {11
-l Tl W
Bk AT e S
ratatad i .
Cheiaimirs TN o
Leruery OH s
Gluge Suppl jon In Gverweight and Obesity: &
Systematic Review and Mets-Ansiyais
Tt of gl aesamre vyl el e bty wewighd
it
% -
(Y &
L]
% L
Weaghtiona
Al is
1 = *
[k
a - . -
fig B S BOOS 1N B0 INOO SOOGS0
e

e w ey — s -

L

welght loss supplement nlhllﬂj]ﬂhnﬂthﬁrﬁh machanizm of
action

B s Ll ] e bty 1 gt
Tt B [rer—] Chitnam 1
Pt g W etee o Al FareEr W st
ot W Pt i i T
L Ty v Bt gaidanion &1 Camiwa
Linarity Pl {10 v e fpTatihy Inbaaa madd
et e W el AN o P e
[ i & ESulp
ratatolen o AT L pare
(e STl i 7T
ol an ?wnl.:- (P 1 - it
Corpring g gl 174 . X
» o Apple Cile mwgr i

b S o e S o P

Glucomannan Supplemsentation in Overwalght and Obesity: A
Systematic Review arnd Mota-Analysis

UPms § ol s srman supps et aeinr ne by walghh

as

a -
1] ‘
"
s 4 - .
Welghtlom
il
1Y
1 - -
o8
g - - -

o B e (Le= t I L e

FABIO MOURA - The use of supplements for weight control: serious or just hype?
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FABIO MOURA - The use of supplements for weight control: serious or just hype?

Groen toa supplomaonits and its derivatives for weight loss
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Prof. Ricardo A. Oliveira - Exercise-Induced Browning of White Adipose Tissue - What is the clinical evidence in 20192

Exercise-Induced
Browning of

White Adipose
Tissue

The Adipose Tissue O

« It iz composed mostly of adipocyte.

+Itis a major endocring organ and plays a key rola in
energy homeostasis,

Types of Adypocites
WHITE ADIPOSE TISSUE BROWN ADIPOSE TISSUE
[WAT) [BAT)

WAT and BAT are both
involved in energy

balance.

WHITE ADIPOSE TISSUE .
(WAT) '

Its primary function is to store

AND mobilization of energy
in the form of Triglycerides to
regulate energy homeostasis.

The Adipose Tissue

» Adipocytes: Types

* Morphologic structures
* Anatomical Locations

* Funclions

* Regulations

ADIPOSE TISSUE '

= Adipose tissues are potentially the largest endocrine
organ in the bedy and, by the secretion of
numerous factors.

= |t can regulate a range of physiological functions -
* Metabolic homeastass
* Appelite
* Cardiovasculor system

White Adipose Tissue
WAT

-

v 'I 5 1
r -‘ 20-80%: of Total body
o g weight
£y :
s iy % Wi
e _ -

WHITE ADIPOSE TISSUE (WAT)



Prof. Ricardo A. Oliveira - Exercise-Induced Browning of White Adipose Tissue - What is the clinical evidence in 20192
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__ﬂ__,f rature by
BROWN ADIPOSE C F @ wg_l;_hg W@UMP% of
TISSUE P .._m..,__f'@.!gi in response o
(BAT) cold exposure.

= BAT is responsible for adaptive
thEl'mﬂEEﬂESiS, which preserves
hemeostasis. BROWN ADIPOSE

TISSUE

(BA&T)

*in response to a thermal stimulus
(e.g. temperature and/or energy

balance) l

production in favour of heat production
via uncoupling pratein 1 (UCP1)

Anatomical Location , 2009

WAT BAT
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Prof. Ricardo A. Oliveira - Exercise-Induced Browning of White Adipose Tissue - What is the clinical evidence in 20192

The amount of brown adipose
tissue is inversely correlated with body-mass s i 2009
index, especially in older people
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Brown adipose tissue's activity is : : .
reduced In men who are mnwigﬂtty::r obese And the Beige (Brite) Adypocite?
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Asubset of cloned precursor cells within white fat gve rise
to beage adipocyies.

* Boige adipocytes have a highly inducible thermogenic capacity
upon stimulation

+ Boige stpocyles express distinet gones and are sensitive to
irisin



Prof. Ricardo A. Oliveira - Exercise-Induced Browning of White Adipose Tissue - What is the clinical evidence in 20192

Under stimulated state BAT and beige adipose
tissue have the same Ucp1 expression
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Prof. Ricardo A. Oliveira - Exercise-Induced Browning of White Adipose Tissue - What is the clinical evidence in 2019?

2012

ARTICLE

A PGCl-o-dependent myokine that
drives brown-fat-like development of
white fat and thermogenesis

.
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Detection of circulating IRISIN in 2015
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The Goddess Iris

IRISIN

First description of Irisin m

*PGC1-a expression in muscle stimulates an
increase in expression of FNDCS, a membrane
protein that is cleaved and secreted as a neawly

identified hormone, Irisin.

» Irizsin acts on white adipose cells in culture and in
vivo to stimulate UCP1 expression and a
broad program of brown-fat-like developmeant

Bruce spicgelman™s 20012 Banting Award Lecture

|resin Modol

Detection and Quantitation of
Circulating Human Irisin

this level Is increasad 1o —4.3 ng/mi in indhiduals undergoing
aarcbic interval training.

! 2018
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CYNTHIA MELISSA VALERIO MD, MSc - DIETARY INTERVENTIONS AND TYPE 2 DIABETES REMISSION: WHAT’S NEW IN 20192

DIABETES REMISSION WITH DIETS: WHAT 15 NEW IN 20197

EVIDEMCE IM LITERATLIRE
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What is diabetes remission?

QUESTIONS —

Hermoglobin Alc (HBAL) < 6.5% wihout ghoemic contrad medications for 1 year (escept

* Doctor, arm | already Gl
diabetic?
COMFLETE:
Hermoglobin il (BRG] < §.7% wihesd ghoemic contrad medicaticom for 1 year (essept
+ What am | supposed MTF)
to do now?
TIFRT 15 by SCLIRE™ O “BFVFRSAL
DIABETES REMISSION WITH DIETS: WHAT I5 NEW IN 20197 T 1 e,

Cardicvascular Effocts of Intonibve Lifcwtyle
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CYNTHIA MELISSA VALERIO MD, MSc - DIETARY INTERVENTIONS AND TYPE 2 DIABETES REMISSION: WHAT’S NEW IN 2019?
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Conclusdes
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* Muito alnda hd de vir...

* 56 sabemos que ndo sabemos

TIRZEPATIDE

DUAL DIF/OLP-1 RECEFTOR MGOMIST £t
Ml genaration onoe-weskly cual incretin
- desbgned 1o strongiiven Lilly's leadership
‘ in the first inectable space.
% It prsritibed s spabd with goal of
1 T ywars fram baat Buman dese fo Spprovel
What We Aim to Do: iy gy il
e e st e
e it vansos T

L) i daa sy A e ] e 1T

TIRZEPATIDE - dual GIPR/GLP1-R

= fatty acid moddied peptide with dual GIP apd GLP-1 receptor agonist
acthvity

= once-weekly subtutaneows administration

« Chronically elevating GIP levek in a transgenic mouse madel has been
shown te reduce diet-nduced obesity (D10) and nprove nsulin
senitivity, glucose tolerance, and beta-cell function

* Bady wesght bowering effects of GLP-1RA are enhanced upon
coadministration of a long-acting GIF analogue

= Cantroversial: GIPR-deficient and GIP-overexpressing mice seem to be
pratected from obesity

MEDNO382, 3 GLP 1 and ghucagon receptor duad agonist,
i isbseiar OF DYEAWIGhT patients with type I diaberes:
a rarclomined, controlied, double-blind, ascending dose and

B e

E LN | B

15:. !;-.I l
a e " — »

e AR T

To be continued...

Obrigodo pela atengdo

31



EFFECTS OF NON-NUTRITIVE SWEETENERS ON HEALTH - ERICO HIGINO DE CARVALHO - MD, PhD, IMIP & UFPE

EFFECTS OF NON-NUTRITIVE
SWEETENERS ON HEALTH

8 WWWAACEBRAZIL.ORG.BR

SWEETENERS

Seriterery
A,
}
Fairies mrersren Han wapm st
{ | ! ] I 1
Sy Eindtad pagen  Tugee ol et o Mgl =gy

I T g e

bt

Fig | | Tupes of swmwtonses of infarest in coabest

NON-NUTRITIVE SWEETENERS

e | | Al Bodaplabie 4%y iFlabe W Boh Sagdd Yewelereny (il sitiamiiven | i deSsad Iy Shgelilivy Bide

[T,
Ban e dacdy iefabn g ik s o By ]

[ ——— R [T T T rm————

Cnntrnversy 3 2

4 garARTIFICIAI: |
g SWEETENERS!

Metabﬂhzenght Gain

Fructnse Nnncalnrlc 3

besity<

32

LA i B et i3 e

DISCLOSURES

* HONE

ARTIWICIAL SWEETENDRE

i : : "-v'! ot g
B o a2 mf"q'.;‘: (]
e “ 4]
-r\._.ﬁ;\‘l;u L _:;ll:lfr
X ol |
J LT AP
G—g o+ SR, &3 o
NUTRITIVE
SWEETEMERS
Erythrital |=-...n

A
~ 2

Sarkaidl

MATURAL HOH CALORSC SWEETENERS

.

g -
e Py
= = e
- TH s
-_»;_.;.,[Iu- et
Sty bod phycusigdes TR Cpryrriisie
Ay
=t &
-f. S g I'\-

\nm-pnqh-
Erilis ol i Bk i

Thassiatin

srtital 1.1...||mu

”ﬂ“

Blanmlisl Xy lal

Mustrition jowrmal

(it it

Health outcomes of non-nutritive

sweeteners: analysis of the research

landscape

e



EFFECTS OF NON-NUTRITIVE SWEETENERS ON HEALTH - ERICO HIGINO DE CARVALHO - MD, PhD, IMIP & UFPE

1 ] o gy i
[P —
e e

1l
T R
(R L]

]
s
o 11 s v 1
TH - P |
B e e i
i s acd mash
-
e Y
an | e e
| =

e Bl e e -

In total, 24 systematic revicws {Table 2), 175 randomized
controlled trials (RCTs), 29 non-randomized controlled
clinical trials {non-RCTs), 62 cohort studies, 52 case-
controd studies and 3 cross-sectional studies were included
in this scoping review. We also found 42 case studies.
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Based on existing evilence includimg long tenm cohort studies
with repeated measurements and high gualiny mials with calogic
COMPRENILON., tse of NSS = a.:ncpla-:unml o free sigars
(particularly in supr sweetened beverapes) could be o helplul
strabegy W reduee cardsometabolic risk amaong hewy conaumers,
with the ultimate goal of switching to water or other healihy
drimks. Policies and recommendations will need updating
regularly ax mwore evidence emerpes o enwire that the best
wvailible duta are used vo inform the imponant publac health
debate on sugar and s altermstives.



EFFECTS OF NON-NUTRITIVE SWEETENERS ON HEALTH - ERICO HIGINO DE CARVALHO - MD, PhD, IMIP & UFPE

SAFE IF COMNSUMED WITH MODE RATION

S0 what's the verdict?
Are non-nutrifive sweeteners a dieter's friend or foe?

KEY FINDINGS AND
RECOMMENDATIONS

The Ukse of Ronnutritive Swesleners
im Chilldren

1 With the excepiion of Aspuartame
and neotame in chibdren with
pheny lketomurk, there are ni
ab=olute contrandications to uwse
of MNS=z by children.

11. Use of NNSs has been associated
with a reduced presence of
dental carles

Amsracan Acabrm E
o Finitras

The Use of Nonnutritive Sweeteners

T LT T & [ - - Pl
= ® x
sax [

CONCLUSIONS... AND DOUBTS

* There is much public and scierilic mterest in whether NNS should be
recommanded as a strategy 10 reduce consumption of free sugars, and
impactating in diseases, like DM2 and obesity.

= There is increasing experimental and epidemiological evidence that NNS
prametes metabolic dysfunctian similar te that of regular sugar, despite the lack
of calaries,

* Systernatic Revienws and Meth-analysis (based in RCT) dan’t show condistent
harmiful for NNS. Different study desigrs. and comiparators, time of follow up
inadequate, and heterogereity of datas ane possibles biss that sffect the quality
of analysis,

= Mare study with longer follew up are need to clarify this coubts in different
health cutcomes and indicate safe andwers to this guestions.

* Unitil this moment NNS could be considerate sale for human use, with extra cane
with child population,
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NAFLD IN TYPE 2 DIABETES 2019 - Fabio Marinho

NAFLD IN TYPE 2
DIABETES 2019

Fibip Marinho
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foles of Diabetes and Obesity in NAFLD
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MNAFLD: Spectrum of Disease and Clinkcal Outcomes

SO

gt g A T Pk AT TV & e e s s

_Wh'r me_ hAF L{J- gn_d N.{l.:f:t-l l_..lnqer-l_tet:u_rde_d'r‘

)3 ?"g
-
Patierts are petentially missing sut

on therspy Tthat could impeeaee thair
health sod bong-term oulcomes

= Patients at risk are not ' m
recognized and detected 1

» Fatty lver is aften i
considered a
*variation of normal®

* Risk of kong-term
mearbidity and maortality
net recogniced

I i L DL L

HILE Shic EATREIC o it Coprisations:

N

T2DM
MAFLD oD

A 4,58 s B e A b

i iah, B D] e 1 K AL

'
il

HIEE P ERLH b3
1




Forecast for Progression of NAFLD in 2015 to 2030

incidence of MAFLD based on historical and projected changes in
prevalence of obesity and T2DM

201% 2034
@ -
Preagant U5

MASH coriis by
fiberiia wlage

n“

MASH Associated With High Lifetime
Economic Burden

Mlaskery micssled revula [0S, 201T):

= 6.ES milloa adubs with NASH &5 332,000 insident cases
= ek, D00 eari of advanced MNASH

= X1 6 hilkon Estiere codts of all KASH pathents

MRE 10 Diagnose Advanced Fibrosis

B Per Saprars o poened Phes BAH

FIBROSIS AND
CIRRHOSIS
REVERSIBILITY
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NAFLD IN TYPE 2 DIABETES 2019 - Fabio Marinho

Forecast for Progression of NAFLD in 2015 to 2030
{cont)

Encaderd Depcormgendabed Clrrhosis, HOC and
Liver-Related Deathi |Prévalent US HAFLD Populaticn)

Strategies to Decrease NASH Prevalence
It Begins With Identifying Patients af Risk

Improvemnent in Fibrasts Improves Quality of Life
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NAFLD IN TYPE 2 DIABETES 2019 - Fabio Marinho

Anti-diabetic
drugs in
NAFLD
forecast

Anti-diabetic
drugs in
MAFLD
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Beyond DM2
treatmentin
NAFLD

Beyond DM2
treatmentin
NAFLD

Coffee slows down progression to cirrhosis
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DMR results in improved hepatic and glycemic
m metabolic parameters in patients with T2D/NAFLD
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Persistence of severe liver fibrosis despite substantial
weight loss after bariatric surgery
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NAFLD IN TYPE 2 DIABETES 2019 - Fabio Marinho
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Importance Steps for Gender-affirming Care
Transgender: an umbrella term used to describe Confirm the diagnostic criteria for gender incongruence
individuals whose gender identity and/or gender {mental health team)
expression differs from assigned sex at birth Gender-affirming harmaone therapy and long-term follow-up

3 {(endocrinclogists team)
Transgender manftransman: birth sex is female, but

gEI‘IdEr Identity is male Mental heath care before, during and after transitioning;
ity

psychological vulnerability of many indwiduals (MHP)

Transgender woman/transwoman: birth sex is male Clinical and psychological assessment: to obtain information
but gender identity is female from the individual seeking gender-affirming treatment
Transexuals: sometimes used to describe those (InivGhicp Sary L)

who have transitioned through medical Gender-affirmig surgery procedures (surgeons team)

interventions.

Bosendale, N. et al. JAMA internal Medrcine Rewiew 2018

Menitoring mainly after gonadectomy to prevent adverse
effects of chronic hormane deficiency (endocrinologists team)

Does Exist Criteria to Begin Hormonal Does Exist Criteria to Begin Hormonal

Therapy? Therapy?

Persistent, well-documented gender dysphoria Before beginning gender-affirming therapy:

Capacity to make a fully informed decision to . )
« Cliniciansfendacrinolagists may confirm the

consent for treatment demonstrating knowledge of

? diagnostic criteria of GD and the criteria for the
desired and side effects of hormonal therapy

endocrine phase of gender transition

The age of majority in a given country (if younger,

oy Cliniciansfendocrinologists may address medical
follow the criteria for adolescents) f 9 L

condition that can be exacerbated by hormone

Mental health concerns, if present, must be depletion and treatment with sex steroids of

reasonably well controlled affirmed gender

Hembree WC, et al, Practice Guideline JCEM 2037 Hembree WC, et al, Practice Guideline MCEM 2037
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Medical Risks Associated with Sex
Hormone Therapy

IRrrioeraier Termale: elroger
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Hembree PL. et al. Praciicescageinne JLEM 2017

Hormonal Regimens in Transgender

man

Metabolic Effects of Transgender Cross-hormones Therapy
Prof. Elaine M. Frade Costa, MD, PhD

Major Goals of Gender-affirming

Hormone Therapy

To reduce endogenous sex hormone levels and
thus reduce the secondary sex characteristics of
designated gender

To replace endogenous sex hormone levels
consistent with gender identity by using the
principles of hormone replacement treatment of
hypogonadal patients

MHembree WC, et al, Practice Guideline JCEM 2047

Testosterone preparations available

in Brazil

rNDDCRlNE | Testosterane Cipionate Deposteron ® each 14, - 21 days
SOCIETY | 2oaing)
Testosterons Fropionate (3o Duratastan ® each 14, - 21 days
mygl, Eocaproate (Bo mg),
Testosterone Undecanoate (oral) 160-240 mgfd Faniipropionats (Be- mg)
caproate (190 meg)
Testostérane enanthate or cypionate (IM) 100-200 mgfawk or g0t
weekly
Testosterone Undecanoate depaot (1) 16000 mig/1zwk Tastosterane Undecliate Nebida ® each 12 weeks
e pat (lagamg) Hormus®
Testostercne gel 1% (transdermal) 2.5=10 gid -
Testosterone patch (transderrmal) 2.5~7.5 mgfd _m"'“ gel® ey
{sachis 5o my)
Hembree WL, ol o, Fractice Oondeine JCEM 1007

Therapy used in Transgender Male at

HCFMUSP

Testosterone cipionate 200 mg each 15 days

Transgender man
Testosterone Undecilate Depot 1000 mg each

3 months

Clitoris enlargement

Testosterone Cipionate (200 mg) IM a week during
& months plus clitoral pump .

Androgen Thearapy

Costa EMF & Mendonco BE. ABEEM, 2004
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Metabolic Effects of Transgender Cross-hormones Therapy
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Hormonal data of Transgender men using Masculinizing effects in Transgender males at

injectable testosterone esters HCFMUSP (n = 44)

h Long-term follw-up (medivm: 11 years)
Variables ;

I i fwoice:
Age (mean 250) Deepening of woice: 100%

L2 & 10 yrs - '
, Cessation of menses: after 2*/3* mjection of short-term
Duration of testosterone use (mean £ 50) 13 @ 18 WA
¥ testasterane
Age of initiation of testosterona [mean « S0 i
9 1 302 8 yrs Facalibody hadr gr-;;-.'\.'l:"'u {rmale pattern) : 100
Testosterone estérs Clitoral enlargement: : g1 ¢m
- Testosterane cipionate (n - %) 39 [B5%) nereased libide: 1009

= Testosterons undecancate (n - %) T15%) Breast atrophy: 100%

Serum testosterone levels (mean = 50, ng/dL) 611 = 438 Fat redistribution: 26%
Gonadectomia prévia (n - 1) 27 (50 %) Ingreased muscle massistrength; 200%
Developmental Endecrinology Uinit MEEMUSP fonpublished data) Costa EMF & Mendonca BB, ABE&M, 2014

Most Frequent Side effects of Testosterone

therapy inTransgender men at HCFMUSP (n=

Skin gilinessfacne: 70% of cases
Weight gain{ >10%): 64% of cases
Increased hematocrit: all of them

Hyper-sexuality and aggressiveness: 20% Evaluation of Metabolic and
worsening lipid profile: one case - ;
Cardiovascular Risk Factors of

Decreased insulin sensitivity

Hypertension Tranﬁgender Man

Breast cancer: no case

Associated with supra-physiological levels of
testosterone

Costa EMF & Mandonca BB, ABERM, 3015

Cardiovascular Risk in Transgender men

Short-term Metabolic Effects in
is notincreased

Transgender men
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bl e il e s bin werastsaby o efsctlight decrems
¥ig 18,5 (macan eI BFE 3 W raranses TV =ortally e P U
Total Choleflered b eflen
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133 3.2 (radian) Hot specified Figher martalty O X tantrah VLN shaltar] o aftect
T L] FTRARE
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Effects of testosterone therapy on
BMI, blood pressure, and laboratory
profile of transgender men: a
systematic review
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Treatrment regimens:

- Long-term testosterans
esters (majority of the
skudies)

# Transdermal testasisrcng

= Shor-term DEstosiergne
BT

= Tieatmient duration: 3-36
manths

eases BMI, LDLc
150

decreases HDLL in Transgender men
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stosterone therapy increases BMI, LDLc and

drg::re-._:r-_;e:; HDLcin Transgender men

0 p o= M

Testosterone therapy increases BP,
hematocrit and hemoglobin

45



46

Metabolic Effects of Transgender Cross-hormones Therapy
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Testosterone therapy increases BP,
hematocrit and hemoglobin

Conclusions:

= Testosterons therapy wis sisotiated vwith modest increases in BMI, Hb, Ht
and LOLe and with decreases in HDLe

# Long-term studies are needed to assess the cardiometabolic risks.

Higher Prevalence of Hypertension in young
Transgender man during testosterone therapy
(N=g2)

2 K, el Developmendal Cndocrinodogy Ulaif

Increased Prevalence of Pre-diabetes in
Transgender man during testosterone therapy
(N=42)

%54 T i (T
m PRE D& ikl
urdsa F, # al. Developmantal Endacr inalogy Uail-HOFMUSP {ospublizhe

HCFMUSP {unpuiblizhed dota)

Anmals of Intemal Madicine URIGINAL KESEARCH

Cross-sex Hormones and Acute Cardiovascular Events in

Transgender Persons 2018

A Cahort Study
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Additional Risk Factors for CVR in
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Metabolic Effects of Transgender Cross-hormones Therapy
Prof. Elaine M. Frade Costa, MD, PhD

Evaluation of arterial stiffness in

trangender men

Transgender men using testosterone demonstrated
increased aortic stiffness when compared to male
and female controls, mainly those older than 42
years of age.

Obesity, hypertension and metabolic syndrome
were predictors of higher artenial stiffness in
transgender men using testosterone therapy.

Transgender women

Tobacco use, dyslipidemia, diabetes, gonadectomy
and testosterone preparations were not associated
with aortic stiffness.

Estrogen and Anti-androgens therapy

Cundst F, #F &l Develapmearsl Eoderiasosy Linie: UFMUSP (o hed darg

Hormonal Regimens in Transgender Therapy used in Transgender Women at

women HCFMUSP

- Oral: estradiol

Transgender women

- Transdermal: estradicl patch/gels st
- Parenteral: estradiol valerate or cypionate
Conjugated equine estrogens

Antiandrogens 17B Estradiol ou valerate estradiol
- Spironolactons - Transdermal estradiol gel

- Cyproterone acetate Anti-androgen

GnRH agonist

C'r'Flﬂ:l'..C";“'IE atetate

Hemboee W, et &, Practice Guideiiee JCEM o153
Costa EMF & Mendemsoa 88, ARERM, redg

Feminizing effects in Transgender Women at Q C LINICS | ominaL ammas |

HCFMUSP using CEE {n=g1)

Low estrogen doses normalize testosterone and estra-
diol levels to the female range in transgender women

P Shgueina Cunha,® Sorubin Dortive. Whin Helens Farma Sroll Brrerite Biint de Miedona,
[l:-:l.-p roterone) Flsine Maris Trads Coxin

Decreased sexual desire

Redistribution of body fat: 6m =2 yr (female
pattern)

Female testosterone levels: z-3m
Decreased terminal hair growth: 6-12 m
(Cyproterona)

Decreased testicular volume = 1yr

Costa EMF & Mindonca BB, ABEEM, 2014

Breast growth: T (3-6 m), TV (2 yr)
Decreased spontanecus erections: 2-6m

T L L Te———
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Most Frequent Side effects of Estrogen
therapy in Transgender women at HCEMUSP
(n=60)
*Chronological : 23-55 yrs
*Treatment duration: 11 yrs (median)
Vernous thromboembalism: 1 case
Hyperpralactinemia: so% of the patients
Macroprolactinoma: 2 cases
Cardiovascular disease: 1 case
Depression: 100 of the cases
Breast cancer: none

Coata EMF & Mendanca B8, ABERM, 3034

Correlation analysis of clinical and metabolic

parameters in Transgender women under

Metabolic parameters of TransgenderWomen

under Estrogen therapy at HCFMUSP (n=60)

*Chronological : 40,8 £ 8,93 yrs
*Treatment duration (years): 20 £ 7.6 yrs

BMI: 25.48 £ &.17 kgimz

Glycemia: Bb.45 = 7.07 mgjdL

HbiALC: 5,25 + 0.2 %

Total cholesterol: 162 93 * 35 mgfdL

LDLe: §5.83 == 28.32 mgfdL

HOLe: 45.6g % 12.98 mgfdL

Triglycerides: 85.14 = 34.65 mg/dL

Develepenen tal Esdacnmalogy Linit: HOFMUEP funpublished dada

Short-term Metabolic Effects in
Transgender Women

|'1f_:-rr'11f_:r'|._l1| I‘J'u'-_'r._ll 14

Systolic blood pressure: 112 & 18 mmHg
Diastolic blood pressure: 79 & 11,6 mmHg

Pearson Correlation: no correlation between
variables

Sperman correlation analysis: positive
correlation between duration of treatment
and total colesterol (p = 0,05)

Aiiiekts of litermal Modicing URIGINAL KESEARC

Cross-sex Hormones and Acute Cardiovascular Events in
Transgender Persons 2018
& Cobat Study
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Long term follow-up of Trangender Persons on

Gender-affirming Therapy at HC-FMUSP

Follow-up: 1 a 20 years
* The hormone therapy

« Effective on complete development of
secondary sexval characteristics of gender
identity

* The side effects were mild and reversible when
the hormonal doses was reducted or
discontinuated.

Codto EMF & Mandonca 88, ABESM, 2034



Conclusion

Use of ethinyl estradiol should be avoided.

* <« 4o years old: any estrogens formulation lexcept EE) oral or
transdermal via is effective and safe.

» 40 years old: vse transdermal preparations of estradial.

+ Anti-androgens are necessary before gonadectomy,
High doses is rarely necessary: e.q. breast growth,
Measure hormone levels during treatment 1o ensure that
endogenous sex steroids are suppressed and administered
sex steroids are maintained in the normal physiclogic range

forthe affirmed gender. ... fur & Mendones BB ABEEM, 1054
Hemdree W, of al. Proctice Gaddeline JOEM 2017
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Take home me

It seems that testosterone therapy is more
deleterious for metabolic health than estrogen
therapy in transgender persons.

» However, studies of cardiovascular

complications of transgender hormone therapy
are limited in number and complicated by poor
control of medication regimen, comorbidities
and other confounding factors.

OBRIGADA!

OREICYLYY

elainefradecosta@gmail.com
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Bariatric Surgery in Type 2 Diabetes: Sleeve Gastrectomy vs Roux-en-Y Gastric Bypass
Narriane Chaves P. de Holanda, MD MSc.
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LEYGAP and L5G produced comparable enhanced satiety and weight loss,
with different responses on gut hormone profiles.
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The few studies to compare BMD after RYGE and 5G have
observed either similar decreases for the two procedures, or ...
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e : Prevention of Type 2 Diabetes in Subjects With Prediabetes and
Effect of Phentermine/Topiramate ER on Metabolic Syndrome Treated With Phentermine and Topiramate
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Combined Diet and Physical Activity Promotion Programs to
Prevent Tyvpe I Diabetes Among Persons af lncreased Risk: A
Systematic Review for the Community Preventive Scorvices
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Prediabetes Knowledge, Attitudes, and Practices at
an Academic Family Medicine Practice
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CONCLUSAO:

» PRE DIABETES E UMA CONDIGAC AONDE ENCONTRAMOS
DISGLICEMIASECUNDARIOA PRESENCA DE RESI STENCIAA
INSULINAASSOCIADOA INCAPACIDADE DA CELULA BETA
SUPERAR TAL CIRCUNSTANCIA, POREM EM NIVEIS
INFERIDRES AQ DE DIABETES.

PRE DIABETES JA E ASSOCIADOARMAICR

PREVALENC IWRISOO DE COMPLICACOES MICROE
MACROVASCULARES COMO DCY, RETINOPATIA DIABETICA
NEURCPATIA IABETICA E NEFROPATIADIABETICHA, AONDEA
REDUCAD DOS NIVEIS GLICEMICOS SE ASSOCIAA MENDS
COMORBIDADES,

+ AABORDAGEM TERAPEUTICAREQUER MEV, ASSOCIADO A
TERAPA MEDICAMENTOSAPARA CONTROLE DA GLICEMIA,
PES0, PRESSAC ARTERIAL E DISLIPIDEMIA, QUANDO
PHESENTES
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Obesity and Prediabetic Phenotypes
in Pediatric Patients
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Determinant Factors of BM|

L= -
Energy Intake Energy Expenditure
Determinants of Adult BMI

* Genetic aspects influence the age and magnitude at
BMI peak and rebound

* The evidence surrounding the role of infant nutrition,
such as breastfeeding, on BMI peak and rebound
remains inconclusive

* Prenatal determinants of BMI| peak and rebound,
such as maternal obesity and gestational weight gain

Aris et ol | Pedistr 2018

BMI in Overweight and Obesity

There is no ideal cutoff, no consensus, to establish
averweight and abesity in children and adolescents

* PES of BMI for overweight in US, P90 in Asia and
Europe
* P95 of BMI for obesity, P97 in Asia and Europe

BMI Trajectory

« Body mass index (BMI) typically increases to a maximum during
the first year of life (BMI peak), followed by a decline to a nadir
(Bl rebound) between 4 and 6 years of age

= A later age and higher magnitude at peak predict adiposity and
cardio-metabolic outcomes later in childhood

= Early age at BMI rebound (<4 years) has also been linked to
greater adiposity, risk of abesity and metabalic dysfunction in
adolescence

Aris et al, | Pedistr 2018

Project Viva: longitudinal Boston-area pre-hirth cohort -
To assess associations of maternal, paternal and child
factors with BMI peak and rebound

n=1354 individuss
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Impaired Fasting Glycemia in Adults

+ Before the oaset of T2DM, a period of disturbed glucose
homeostasis is often present, referred to as prediabetes

Is obesity during development associated with = Thie prediikenc st kaown o Ipiled feting pleemis (FGh

is characterized by a moderate hyperglycemia during the fasting
state, and in adults, is linked to a marked increased in risk of
futura T20M

higher prevalence of T2DM?

* IFG Is alse a risk factor in itself for cardiovascular disease,
cancer and premature death

Hagman &t al, Nutrit B Diabte: 2018

Cutoffs for Fasting Plasma Glucose in Adults BMI in 1254 Children From Project Viva

= In 2003, ADA reduced the cut-off point for the definition of IFG ta + Girls had a lower BMI at peak than boys
5.6 mmal/l (100 mg/dL), but the World Health Organization [WHO)

retained the previous definition [6.1 mmol/L or 110 mg/dL) . : .
= Black children had higher BMI at peak than white children

* In 2011, ADA introduced a new criterion for the diagnosis of
prediabetes: glycated hemoglobin Alc (HbAlc) of 3948 mmelfl
15.7-6.4%)

A& higher BW-for-GA z-score was associated with  higher
magnitude at peak and rebound

* n the adult population, IFG results in a cumulative incidence of Biparental abesity (vs. neither parent obese) was associated with

T2DM over 6-9 years has been reported with a range of 29-39% higher magnitude at peak

Hagman et al, Nutsit & Disbete: 2016 Asis et ol | Pedistr 2018

Smoking During Pregnancy versus Childhood BMI Maternal Glucose Levels During Pregnancy

versus Childhood B |
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Mo specific cut-off values for IFG or HbAlc in

children are available, resulting in adult

standards being used across all age groups

Risk to Develop Diabetes using IFG and HbAlc
According to ADA Criteria:
Swedish Childhood Obesity Treatment Registry

n = 1620

Propartian  Median (0R)
Age at ghocose medurement {yeans) 145 (34)
| Follonw-up duration (yearsh 7.2 (58]

Female gender 43.6%

= BMI 5D5 13@m
Fasting plasma glucoss mmol1™") 51 60.7)
w| olated IFG ADA [56-6 mmel | ") 13.6% 5802
| IFGWHO [ 261 mmoll™") 6.5% 6.3 (0.5]
NFG (€55 mmal | ") bk 4.9 i0.5)
HbA e (mmolmal ™ '), n e 1146 154042
= HbAlc [¥9-48 mmol mol™ ") 13.63 406 (21)
HbATE [ <39 mimol mol ="} B5.4% 354 (30)

Hagman 2 al, Nutdt & Disbetes 3018

Cumulative incidence of T20M medications in young
adulthood among individuals who have been treated for
obesity in childhood
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Hagman 2 al, Nutrit & Disbetes 2038
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Prevalence of Impaired Fasting Glucose in the
Pediatric Population

The prevalence varies considerably ameng countries

The IFG prevalence in the obese pediatric population i more than
three times higher in Sweden compared with Germany

The prevalence in obese adalescents in USA has been shown to be
up 47% according to the ADA criteria

Hagman 2 al, Nutsit & Disketes 2016

Hazard Ratio for Collection of T2DM-specific
Medications in the Obese Cohort
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Hazard ratio for the use of T2DM medications in young adulthood in
individuals who have been treated for obesity as
childrenfadolescents
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Incidence of T2DM medications in young adulthood
among individuals who have been treated for obesity in
childhood

The incidence, based on T2DM medication collection;
¥ 10.5% amang individuals with IFG WHO

¥ 4.6% in individuals with IFG ADA

Hagrman st b, Nutsit & Disketes 3036

Prognosis of IFG and IGT

¥ In adults, both IFG and IGT are strong predictors of future T2D
¥ The annualized risk to develop T2D seems to vary between 5 - 12%

¥ It is suggested that isolated IFG and isolated impaired glucose
tolerance (i-IGT) arise from different mechanisms

¥ The consequences of the prediabetic state in children are not fully
understood

Ei et ol Pedistr Disbetes 2015

Metabaolic Abnormalities Underlying the Different
Prediabetic Phenotypes in Obese Adolescents
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Ek #t al. Padistric Dlabates 2015

Metabaolic Abnormalities Underlying the Different
Prediabetic Phenotypes in Obese Adolescents

n = 91 patients
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Are both impaired fasting glucose criteria, from ADA and
WHO, predictors of diabetes development?

It is unclear why IFG in the ADA range predicts diabetes in
adults but not in children

In adults, IFG is also associated with increased morbidity
and mortality independently of development of T2D

Hangran#t al, Badistriz Disseten 2019

Trajectories of changes in glucose tolerance in a multiethnic cohort
of obese youths: An observational prospective analysis

A admr

Galderini £t ol Lanced Child Adclesc Health 2018

Geometric means of A, acute insulin response; B, insulin
sensitivity by fasting glucose category adjusted for sex, age,
miigrant background, and degree of obesity

A} arute Insulin Response &) Insulin Sensitivity
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n= 331
Mesn =-IMC= 3.0
Intravenous insulin-medfied gecose toleranoe test
Hangrasn &t al, Pedistriz Disheter 201%

Trajectories of changes in glucoss tolerance in a multiethnic cohort
of obese youths: An observational prospective analysis
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Most studies did not evaluate the impact of obesity
severity on diabetes development
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Relative frequency distribution of BMI percentile

. Metabolic Profile According to BMI percentile cabe;
categories by age group: 5 to < 10 yrs and 10 to < 18 yrs - : L
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Diabetes Incidence According to the Severity of Obesity Reversal of Early Abnormalities in Glucose Metabohsm
in Obese Youth: Results of an Intensive Lifestyle
Cormpared to participants without obesity in the 65th to <85th Randomized Controlled Trial
pereentile, the RR for developing youth onset diabetes in thase with: Baaling

+ 100% to =1200% BMI p95 was 5.7 in boys and 2.3 in girls in the
younger cohort, and 3.3 in boys and 7.4 in girls in the older cohort
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These ARs increased with greater severity of obesity:

= Childrenfadolescents with BMI z140% BMI p35 had diabetes
incidence rates 10- to 18-fold higher than those in the 85th to
<BSth percentile

O I

Tansrat ot o, Pedistric Disbetes 2018 G1% of patients narmalized glucose atter oG TT Sevoye et 5, Dasbetes Cane 2014

In Summary

Obrigada
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Overcoming the therapeutic inertia for basal insulin intensification
Alexander Benchimol - IEDE - PUC - R]

Overcoming the therapeutic inertia for
basal insulin intensification

Alexander Benchimol = IEDE = PULC = RJ

Barreiras na intensificacio da insulina basal
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Agoes complementares da insuling basal ¢ AR GLP-1 na
fisiopatologia do DM2
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Pacientes em uso de insulina basal ou AR GLP-1
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Caso Clinico:

10: 1P.S. , mesculing, 64 anos, divercinde, médien,

HDA: DME disgnosticado hd 10 anes, em consults para conirale
da doenca @ asgintornatico i Maments.

HPP: HAS hé 14 anos & &m tratamento. Apendicectomia sos 20
anas o idade.

HF: Pai falecido sos BS amos em decorrécia de AVC [ DM 2 +
HAS . Mis viva com 90 anos [ Deméncia ).

H5: Mega tabagisma e relers elilismo ocasional. Alimentachs
powed Saudavel & sedentar.

Em uso: empagliffiozina 25 mg/dia + metformina XR 2 gidia +
insulina glargine U100 = 26 @ & noite.

Inicio de IDegLira

Dose inlclais usados no progroma DUAL

V0 b O CodTdeieg e 15 unkasoes da combragls
Ciu [hesp & (0006 e inmgTicn] (16 W [Deg 4 0,6 mg liragihutids)
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IDeglira: programa de desanvolvimento clinico
Estudos fase Ik Estudos fase b
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Overcoming the therapeutic inertia for basal insulin intensification
Alexander Benchimol - IEDE - PUC - R]

Caso Clinico:
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Caso Clinico:

.

Paclente retornou a consulta guase 2 meses depots de inidado 0 mowo esguema
dp trakamrante, Pouca aderancia a MEY, Conpmuou assintomaiics @ sam ralabos
e hipeglicemia. Em uss & Xultaphy e saguints dosa: 22 ul & noite [ of
ajuitad leddimn rpalitades samanalmenta oo cbjethve de G) < 130 )

& porva Wbk fol de: 6.8 % [ era 8,0 % ).

Pasn imiinl 65 kg  aporm 53 kg

Cd: mantics

DUAL V - Achados clinicos principais

i, P

Sagre e e
[

Reducio de 38% de dose de insulina basal com IDeglira.

(41U IDeglira vs 66U Glargina U100)

Reduzir para 16 unidades ndo descompensa?

Inicio de IDEGLIRA em pacientes em uso de insulina

« [Deglira fol estudado em pacientes tansferinde de 20-50
unidades de insulina basal

= Ndo houve descontrole glicBémico apds o switch

v L 4 L
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Overcoming the therapeutic inertia for basal insulin intensification
Alexander Benchimol - IEDE - PUC - R]

Glicemia capilar para ajuste de dose
DUAL ¥

Simplicidade de IDeglira versus basal-bolus no DM2
SUAL VII

Basal - Bolus
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DUAL VII - Achados clinicos principais

Oome

IDegLira: programa de desenvolvimento clinico

Estdos de fase 3a Estudos fase 3b Estudos fase 3b

" . = % s i o & mn

0 importante & titular a dose...

S
J

s« O ajuste de dose pode ser feito duss
veres por semana, baseado ma média de

3 glicemias de jejum
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Como titular IDeglira: sugestio baseada no ADA
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Overcoming the therapeutic inertia for basal insulin intensification
Alexander Benchimol - IEDE - PUC - R]

Como administrar

IDwglira deve ser administrado uma ver so dia, independents de
refeicdes

IDwglira deve ser aplcado por wia subcuthnes no abdome, coxs ou
piadte supenor do brago

Preferencialments, deve ser sdministrado na mesma hora todos os
dias

R e L LI

Programa DUAL - Achados clinlcos princlpais

R ST R

IDeglira: Simplicidade

Gme.
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Early combination therapy for type 2 diabetes
Dr. Sérgio Vencio - Endocrinologista MsC, PhD
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AXCE BRAZILE

Early combination therapy
for type 2 diabetes

Dr. Sérgio Vencio — Endocrinologista MsC, PhD

lic Syndrome

ncipal do ICF
Diretor médico Hospital HMAP

Consenso ADASEASD 2018

= Indrcia terapdubca (ou clinica) & a falha em intensificara
terapia quando o paciente ndo atinge as metlas

tarapluticas.
hianygemens ﬂf.l]]:.ﬂthl'm - ~rd
in Type & Dol 206 —

A Conscsiis Report by the .
American fHabetes Asscaiation

CADA el s Flarcpamn, Amicciation
Tosr ‘U Suody of [Habwies (EASIN

Diretrizes atuais: metas de HbAlcindividualbizadas & ao redar de 7,0%

Glcrmia pi i

[ MOATIO Y,
AACE AT HF
80 B0L T N

Hemoglobina glicada dentro da metano mundeo

d Y@

Dsclaracss de potenoal conflito de inteamses

Consenso ADA/EASD 2018; combate a inércia terapéutica

Brasil: mais de 70% dos diabéticostém HbAlc
acimade 7,0

1 itk i e MY o8 ks Dmatentd (3058 4 107 141

0 que sabemos sobre o legado
da inércia clinica?



Early combination therapy for type 2 diabetes
Dr. Sérgio Vencio - Endocrinologista MsC, PhD

A inércia & uma constante na conduta terapéutica

no DM2 ; . I
Tempo médsa que o padente permanece com ALC > 7% Cﬂntmle Ell:émltﬂ I'I'Ia ﬁtldﬂ

até o adicko de novos medicamentos

S 1,5 anos = 653 o 70% of patients who initially achieve their ghycemic targets
7 2,8 anos with metformin therapy have a progressive deterioration of gluccse
s 1,9 anos contral in 2 to 3 years
5
4
3 == =
3 Vale a pena insistic em berapia de MEY
14 Itas n o5 hojel
: Dawtn & T imwicio Homterasly
M= T I [
LEE ] daem e S e P Abbsmir (L o e b 0 T e
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Barneirs relscnadasa pacenies s misdiors
oy Clabstology &
Migtabiodc Syndrome:

and improving care in type 2 diabetes: Brazilian
perspective in time to do more in diabetes
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Tratamento conservador x pro ative do DM2 Efeito legado na coorte do estudo
Diabetes & Envelhecimento
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Early combination therapy for type 2 diabetes
Dr. Sérgio Vencio - Endocrinologista MsC, PhD
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ADERENCIA

Consenso ADA/JEASD 2018
“As medicacdes ndo funcionam nos A

acilidade de aderéncia & medicacdo
pacienteg que n3o as tomam” especilicamenta considerada na escolha da
para reduzir a glicemia”

deve ser
medicaghes

[TPEy—— T pe—r—
Tipw & [inbenen, 05K

: Combinagdes de drogas e aderéncia
Pacientes D2 aderentes ao tratamento: melhor
controle glicdémico em estudos observaclonals

= Em doengas crénicas finclundo Dk, combinagfes fisss se associam a
me s em adenfnoa e controbeg licémicn

+ Pu dhabateayth LOMmam cindg ou mai
madicagles por dis.

= [ nlimena de comprimicar s tomar & um preditor de sderéncis
B0 IratE mento Lo durden |

65% =80



Comblnagdes ixas: melhor adesio lrnvllhv;)r controle
glicémico no DM versus terapia dupla em meta-anilise com 10
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LIMAGLIPTINA PODE SER USADA SEM AJUSTE DE DOSE
EH VARIOS TIPOS DE PACIENTES coM DM2
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Evidéncias da Linagliptina em comparacio com outros IDPP4
not estudos clinicos de seguranca cardiovasoular
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EMPA-REG OUTCOME:
BENEFICIOS RENAIS INDEPENDENTES DO
CONTROLE GLICEMICO
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Early combination therapy for type 2 diabetes
Dr. Sérgio Vencio - Endocrinologista MsC, PhD

LINAGLIPTINA

CARMELINA
Estudos de seguranca CV com Linagliptina

wrMACE Fspalloac i por I
‘IT‘I\-
o

- ®

T . S LN T T P 5 S SRS T S L o
ey

EMPAGLIFLOZINA

CENSC DA SOCIEDADE BRASAEMA DE HEFROLOGLE 247
Causas de DRC

=316 =207
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Early combination therapy for type 2 diabetes
Dr. Sérgio Vencio - Endocrinologista MsC, PhD

Risco Residual de Nefropatia Diabdtica <intervencio multifatorial
em pacientes com DM2 e microalburminuria

Fincn da progriasie da ol ne Baiiss $7EM0-F tial ] ===

. EMPA-REG OUTCOME:
BENEFICIOS CV INDEPENDENTES DO CONTROLE GLICEMICO
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A Empagliflazina Reduziv a Mortalidade @ a Hospitalizacio por
Insufickncia Cardizca em todo o Espectro de Risco Cardiovascular

na Estudo EMPA-REG OUTCOME
EMPRISE: Empagliflozina - menos internacdo

por ICC x dpp-4

Nefroproteg@o na Doenga Renal Diabética

[t L

+ Hipergiicemia

Pessoas com diabetes tém risco aumentado de
insuficiéncia cardiaca
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EMPA-REG QUTCOME" o EMPRISE
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Apenas o diagnostico de DM2 Ja representa elovado risco CV & de IC,
O EMPA-REG QUTCOME demonstron redugho de mons CV, more
por todas a8 causas, infernacio por IC ¢ redugio no 1P MACE em
pacientes com DM2 ¢ doenga CV eslabelecida.

Emp:agliurlen: I

Unica $SGLTZ que comprovou todos esses benelicios
untes em um estudo de seguIaNGa candovascular
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Early combination therapy for type 2 diabetes
Dr. Sérgio Vencio - Endocrinologista MsC, PhD

Risco cardiovascular continuum no DM2 . ..

Empagliflozin versus dapagliiozin in padents with =
type 2 disbetes inadequately contralled with —
metformin, glimepiride and dipeptidy] peptide 4
inhibitors: A 52-week prospective cbsenvational

stady
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Unica combinagio fixa com empagliflozing
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Early combination therapy for type 2 diabetes
Dr. Sérgio Vencio - Endocrinologista MsC, PhD

Estudo: Uso de empagliflozina/linagliptina por 52

¥ Avaliacio da HbAlc na semana 24 para
semanas em pacientes virgens de tratamento

pacientes com HbAlc =8 5% nobasal
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Uso de Empaglifiozina/Linagliptina por 52 semanas em
Pacientes com HbAlc 27% no basal que pacientes DM2 e virgens de tratamento: Variagies na HbAlc
—sor-tomgode 52-sem

— atingiram HbAle <79% nasoemana 24

82

Erragi Fickia

E 18w L
Tyl o Ny ey - By
5 - =i TR
Pl ay
!ﬂ:\ A4
]

.._,..,,,.,..,,m.
A Sy i,
o5 E B &
—
= £
:
2
-

Estudo: Uso de empaglifiozina/linagliptina por 52
semanas em pacientes em tratamento com metformina
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Avaliacdo da HbAlc na semana 24
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Early combination therapy for type 2 diabetes
Dr. Sérgio Vencio - Endocrinologista MsC, PhD

Empa+Lina em pacientes com DM2 em uso de Wl ol A
Metformina: Variagies da HbAlc em 52 semanas Conclusdes
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Effect of menopause on diabetes control and complications
Ricardo Meirelles - Notério Saber - PUC-Rio
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Disclosure
Effect of menopause on
diabetes control and A e M o s e
complications

= 1 vt e Sty for Besire-Heathare,
Ricarde Meirelles i
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Insulin
Resistance

Understanding weight gain at menopause

5 A In i A agirks flagn. F Clpdeind’. M A, Liw E. E Nawp I 5

The fall in estrogen at mencpause favors
central abdominal fat accumulation

AACE BRAZILE :
Menopause and Fat Distribution ANCE HRAZIL Changes in Body Welght
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Incidence of cardiovascular Disease
Related to Menopause
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Prevalence of Diabetes

T

AACE BRATFIL

Hypothesized direct effects and confounders on
Menopause on Diabetes risk

Direct effects Confounders
* J SHEG, T sndrogenicity = Age
* Rate of E2 change = Smoking
=+ Body fat, 4 skeletal muscle = Alcohol use
= Central deposition of fat = Physical activity
* 4 inflammation * Eduication level
* T Hormaone therapy use * Farity
AANE BRAFIL
Estrogens
DL Chol bl
Ahinric Cuide LT
A Pmataycling Winielin Resistance
ALardise putput WFiholesternl
W Erdencing il dini-chal
‘ d Tromitsomane & 1 drCmidation of LOL
sintim bayer prodferation Wascular nesstance
diibrincges didoan Bood Prassure

Effect of menopause on diabetes control and complications
Ricardo Meirelles - Notério Saber - PUC-Rio

AACE BRATIL

Inflammation, endothelial dysfunction, and muscle
insulin resistance.

AANCE BRAZIL

Duose-response association of age af menopause and rsk of type 2
daabetes mallitus modeted t?l" L5ing, restrictad CuC Spines

guan IJI:.J!I\. e evidercos
suggested a negatiee

linear lathon
between age at
menopause and ris
T2DM with a restrictiod
cubic ypline model.

S e e T T

AACE BRAZIL
Postmenocpause Women with Diabetes

Risk:

= Thrie times higher risk of coronary disease than
that of postmienopd use wamen without Diabetes.

= Twa times higher risk of High Blood Pressure than
that of pestmenopausal women without Diabstes.

= Four times higher rek of death by myocardial
infaretion than that of men with Disbetes,

s g ot gt T B

AACE BRATIL
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Effect of menopause on diabetes control and complications
Ricardo Meirelles - Notério Saber - PUC-Rio

ANCE BRAFIL
Hormones and cardiovascular health in women
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Therapeutic gies for type 2 diab medlitos in afier
menopase

Seanvronda A, Panchou™, Ljiliana V, hlariaa”, Pritherios npurn.. Paragiis Anagnosii’,
Anderan Altvasdnm’, Dimiivim G, Gouli®, rene Lasbs

ALCE BRAFILE

MHT in Postmenopause Women with Type 2 Diabetes

Bl gusmr

B

ALNCE BRAFIL

Postmenopause women with Diabetes

= Prefer norroral Estrogen
= Gel o Trassdermal
= Lovw diodes of oral Estrogend:
= E2
* Auspid MPA o Nesetistenns
*+ Mikronined Progestensne
= Opteon: vaginal use

o g AR immpenem i L e

e = LLOLE i A

ANCE BRATFIL
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Menopause and dinbetes EMAS clindcal guide

Radon s Sogien™ ', Emm “I’“’rm‘l . Anins Rogoswirs-Feomicel”,
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Peter Chedrod’, Dimitrbes . Goulin”, Patrior Loges™, Gita Miskes', Abred Mueck®,
Margare Kees, Levest 5L Semurk ™. Tompees Simoscin”, Jobn C. Sievenmon . Nmstwe'.
Pauking Tusmiooaki*, Suvrols & Pasclos’, Pansg o vinme L
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= Distmry bk
[Lifeslyle inwrventima@ b
Gt g LR
Bariatric Control of
Surge pertensio
TID &
anaglifozing

Menopausal
Hormone Therapy

ALCE BRAZIL

Postmenopause wormnen with Diabetes

= Do not prescribe Androgens
[mainty Metiltestosterona)
+ & HDL-Cholesterol
+ T Glucase intolerance

o g A Mimmpnen i L e

ALCE BRATILE
Take home messages

* Matural MEnapELSE in women is & complex phenomenan ncluding 3
progressive ovarion fadiure, @ relathee androgen escess, aging,
ncreased central adiposity, and decreased physical activity

* Large randomized controlied triats have suggested that mencpausal
hormone therapy [MHT) reduces the incidence of type 2 diabetes in
HOATHEN

* MHT has also been shown (o improve ghycemic control in diabetic
postmenopauisl women



ARCE BRAZIL

CGM, Glycemic Variability and Diabetic
Complications

Treatment of diabetes beyond HbAlc

{Surmmary)

= T2Da4
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THE DAWN PHENOMENON: SGLT2 inhibitors in HEART FAILURE
Marco Antonio Alves, MD
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THE DAWN PHENOMENON: SGLT?2 inhibitors in HEART FAILURE
Marco Antonio Alves, MD

PARADIGM-HF: Dys-glycaemia in heart failure

2374 patients with HF-REF randomized in PARADIGM-HF, Diabetes = investigator
reported diagnosis. Undiagrosed diabetes = no diagnosis of diabetes and HbAfe 2
B.5%, Pre-diabeles = no disbeles and HbA ¢ &0- €.5%

{caveal: single HbA Tc measurmenl)

Undisgnosed diabeles =——

Pre-diabeles™ =

Magwegae of & Doy et Bel U8 B o0

S *Nomal” HbAdc

Epidemiology of HF

F ool 10

Approsimstely ST% of all vl | [P ——

pateerts ate sdmitted within :!H#rmmmnpﬂnm
80 days of discharge

50% of HF patients will die

F iy e maligraed than
within fiver ywars ol disgnoain

breast cancer or proslate

Stages of Heart Failure
ACC/AHA

Humibsr of Patients

Stages Patient Descripticn

e | E—T—
Hegt Pl A HE Cusbetes

bt wi s

wentular dyfunchon

SyrapRoriat with
wertrtulad dyafuscton
|55t st
3 i g Vo s
Eurbrprinny Feart Falurs Loty RS

97



THE DAWN PHENOMENON: SGLT?2 inhibitors in HEART FAILURE
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DM2 AND HEART FAILURE

D& Increasen mortality in patients with HF

| Brazilian Registry of Heart Failure - Clinical Aspects,
Care Quality and Hospitalization Outcomes

Type 2 Diabetes and Heart Failure: Physiopathology

HEART FAILURE AND DM2
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SGLT2 INHIBITORS AND HEART FAILURE

Effecl on CV dealh and HHF

Earty efacts
= Sodium |

= InfersbiL velume |
Driastaka functian

S5GLT2 inhibitors and reducion of interstitial fluid

SGLT2 INHIBITORS AMD HEART FAILURE

Miid- and longtenm elfects
- Cardiac remiadeling
Cardaac matabolism
[T = Cardiae fanetion
Sadiuem |
Ingorsiil volurme |
Diastolic function

Frichali ¢l al. Eur Meae J 2096, 3715061634

THE DAWN PHENOMENON: SGLT?2 inhibitors in HEART FAILURE
Marco Antonio Alves, MD

Matriuresis is observed with SGLT2 inhibitors in

patients with and without diabetes

ARiBea | fhabel s

SGLT2 inhibitors and reducion of interstitial fluid

=+ SGLT2 inhibitors may selectively reduce interstitial fluid
and this may limit the reflex neurohumoral stimulation
that occurs in response to inlravascular volume
contraction with traditional diuretics

SGLT2 inhibitors: How do they work?

“Thee mtabcdodioretic prossise of SGLT2 inhibition: The search for the sweet spot in heart
Fahure™
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Effect of SGLTZ inhibitors on hemodynamic parameters
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Dapaglifozin in Patients with Heart Failure and Reduced
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Dapaglifozin in Patients with Heart Failure and Reduced
Ejection Fraction

Baseline treatment
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Dagaghiterin Better  Placetss et

Heart Failure Treatment

el T 1L 2 BSR BB (LY Wt LTI LEAL

THE DAWN PHENOMENON: SGLT2 inhibitors in HEART FAILURE
Marco Antonio Alves, MD

Dapaglifozin in Patients with Heart Failure and Reduced
Ejection Fraction

Primary composite outcome
CV Death/HF hospitalization/Urgent HF visit
HR 074 (0,65, 0.85)

el B0
MHT=21

Dagpasgidionia

Dapaglifozin in Patients with Heart Failure and Reduced
Ejection Fraction

Components of primary outcome

Worsaning HF event
HR 0,70 (0,59, 0.83); p=0.00003

Cardiovascular death
HR 082 (063, 0.58); p=0.029
Placebs

Maceb

Dapagifaain
Dapagifiasin

ESC GUIDELINES

@esc ...,

e

2019 ESC Guidelines on diabetes, pre-diabetes,
and cardiovascular diseases developed in
collaboration with the EASD

The Task Force for dizhetes, pre-diabetes, and cardiovascular
diseases of the Eurapean Society of Cardiotogy (ESC) and the
European Association for the Study of Diabetes (EASD)
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THE DAWN PHENOMENON: SGLT2 inhibitors in HEART FAILURE
Marco Antonio Alves, MD

Different ongoing studies to ter un
mechanisms of cardiorrenal benefits

DapaMech s a series of mechanists stadies that asses the impact of dapaglifazine

P TR R

Different ongoing studies to better understand the
mechanisms of cardiorrenal benefits

P A PE T CF AP

(=1] drmarcoantoniccardic
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Testosterone replacement
therapy-past, present and future

(TRT)

Frarre-Mare Boulousx
Centre for Neurcendocrinaloqy
UL
Recife Movember 2019

Diagnosing T deficiency at the
margins...
+ Symptoms are non-specific...
*  30% men with low T af first test normal by the second.....
» Inter-assoy warigbility (lock of sterdardization)
+ Confounded by the time of duy somple taken

+ Low libide, erectile malfunction, hot flushes, fatigue, loss
of vigour, irritability, depressed moed, poor concentration,
decreased physical performance, sleep disturbance are
correlated m:m'bﬂ serum [T]..in L&%S.

* How many of these symptoms causally related to low T and
regress on TRT?

- :ffm'iﬁe 1hr¢§h$|_d_of [T] varies for different toms

androgen deficiency w argan concerne

+ Effects of smoking {[T] = increased) alcohal [T] decreased

+ Effects of BML : reduced T (ingulin, leptin)

Interpreting [T] in the light of SHBG
concentrations

U of ghezocorticoids, progesting, and androgendc stergads!
Acromecal

Diabetes mellbus!

Cn?&rium associched with increased SHBG concentrotions
Hepatic cirrhosis and hepatitis!

Hyperthyroidism

ma:umm’

sz o

HIV dissase, and e trsatmest

WI" comman corditeons assscsated mith alieraticern in SHBG
concentrations

Testosterone replacement therapy-past, present and future (TRT)
Pierre-Marc Bouloux - Centre for Neuroendocrinology - UCL

How do we recognize male
hypogonadism?

Primary: raised LH/FSH, low T
Secondary: nermal/low LH/FSH, low T
Androgen resistance (raised LH, raised T)
Late onset testosterone deficiency syndrome

) 1Y

']
4w M a3 mW A BA s

Total testosterone vs free and
bioavailable testosterone
Albumin, SHBG,T : use of algorithms

Sodergard

Nanjee-Wheeler

Vermeulen (ISSAM website)
Ly-Handelsman

Frea Teshostenone Blnmal = 1.71%
Blogvalable Teshoshorong Fibascil = 1Fm
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Testosterone replacement therapy-past, present and future (TRT)
Pierre-Marc Bouloux - Centre for Neuroendocrinology - UCL

Therapeutic goals and
management of TRT

= Goal of TRT : correct / improve clinical
manifestations of androgen deficiency
in men with lary and 2ary hypogonadism

* The specific goals depend on whether
the patient is a pre-pubertal or an adult

+ Duration and severity of the
hypegonadism

+ Consideration of dose-response
relationships: sexual, LBM, BMD, etc

Unproven indication

Other considerations

Pre-pubertal androgen deficiency

variability- platform assays vs gold
standard of mass spectroscopy-b LC-
M5/MS
= Age of the patient, and co-morbidities
. iﬁnuﬂpic considerations (CAG)n repeats in

« Low SHEG levels (obesity, metabolic
syndrome, diabetes)- with low T- may not
need Rx

. ELgh SHBG levels with high T- may need

« Induction and maintenance of secondary sexual L
characteristics, growth of penis and scrotum,
male body hair pattern: cadence of TRT

* Increose muscle mass and strength, stimulote
BMD, acquisition of peak bone mass, long bone
growth, avoiding premature epiphyseal closure

+ Stimulate libide, spontanecus erections

« Improve energy, mood, motivation

« Induce laryngeal enlargement, voice deepening

* Increase red cell production

« Psychological benefit in delayed puberty

Other determinants of low

testosterone levels
» Chronic systemic disease (CRF, COAD efc)
« Acute illness
= Genomic differences (CAG repeats in the AR)
= Medulation by SHBG concentration

Therefore

+ Need for age related reference ranges,
using standardized assays

= Need to consider clinical context/co-

* Medication (glucocorticoids, opiates)

Hyperprolactinaemia (dopamine agonists,
phenothiazide ni'.ur‘na:nilt'.p‘lﬁ:‘il".a.";I
Disorders of ferrokinetics etc

Disturbed architecture of sleep
Sleep apnoea, hypoxia

morbidities before prescribing

+ Research, including genomic studies

needed to support decision making in
males who have symptoms that may be
due to hypogonadism



Adult hypogonadism

+ Improve sexual function, activity by
increasing libido, erectile function

+ Increase lean body mass and strength,
improving physical function/performance

« Increase BMD, reducing fracture risk

+ Improve energy, vitality, mood, metivation

» Increase haematocrit

+ Restore 2ary sexual hair growth (loss!)

TRT

+ T levels at the lower end of the
reference range compatible with normal
sexual function

+ Do low normal [T] maintain skeletal and
muscle mass?

* Do high normal [T] which may maintain
bone density have any adverse effects
on insulin sensitivity / plasma
lipids/prostate/haematocrit/behaviour?

Sexual and psychological
parameters

+ Libido and sexual appetite, thoughts,
phantasies. Need to be appropriate

+ Erectile frequency (ME) : use of diary

+ Sexual activity (frequency of
ejaculation)

* Mood
+ General wellbeing
+ Intellectual and physical activity

Testosterone replacement therapy-past, present and future (TRT)
Pierre-Marc Bouloux - Centre for Neuroendocrinology - UCL

What is the optimal [T] ?

« Optimal TRT dose unknown,
* Dose-dependency androgen-dependent physiological

processes not established

+ Treatment must be individualised (pharmacogenamic

considerations?)

« Testosterons pro-hormone: converted in Tissue dependent

manner into DHT (Sa-reductase) and cestradiol
(E2){aromatase)

* EZ mediates T effects on bone resorption, genadotrophin

inkibition, plasma lipids, certain organizational effects on
the brain, libide

Criteria for monitoring testosterone
replacement therapy

+ Sexual and psychological
parameters

« Somatic parameters

* Laboratory parameters
* Prostate/seminal vesicle
+ Bone density

Somatic parameters

« Body proportions, weight
* Muscle mass / strength

+ Fat distribution (loss of lower abdominal ,
hip, buttock fat)

+ Hair 1E«:ﬂh‘:rn (frontal hair line, beard
growth , shaving frequency, upper triangle
puhlc hair)

+ Sebum production : scalp, face, acne
+ Voice deepening
+ Gynaecomastia
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Testosterone replacement therapy-past, present and future (TRT)
Pierre-Marc Bouloux - Centre for Neuroendocrinology - UCL

Laboratory parameters

* Serum testosterone

+ (SHBEG, free testosterone, salivary
testosterone)

+ Gonadotrophins in primary gonadal
failure

+ DHT, oestradiol
+ Erythropoiesis (HCT, RCC, haemoglobin)
+ Lipids

Prostate/seminal vesicles

+ Ejaculate volume
+ Prostate size/ultrasound
(palpation and TRUS); MRI

* Serum PSA: baseline and rate of rise on
Rx

+ Urinary flow
« IPSS

Is there variability in the
interindividual responses to
testosterone replacement
therapy ?

* AR gene is polymorphic
+ Aromatase gene polymorphisms
+ ?5NP in 5- alpha reductase

Serum testosterone
concentration on treatment

» Pharmacokinetic profile of the
different preparations must be
considered,

+ Duration of action of prime importance
* Trough level should be measured.

+ For eral and transdermal preparations
time of last application important to
correctly interpret result.

Bones

» Oestradiol level (aromatase
SNPs)

* Bone density (DEXA)
* Quantitative CT

» Bone formation / resorption
markers

CAG repeat polymorphism in the andregen receptor gens
affects bone density, bone metaboliem, haematoerit in
healthy males, and response to Rix in hypogonadism

glb-i
F -_ .I__ 1 X RrsanE
" ---"‘--p.
s {E-EHIBHEE, g i
Fr— LT
¥ e
[~
C Werishle mamibes o 2A7] ingles
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CAG repeats and androgen
sensitivity

+ Long CAG repeats: reduced sensitivity
to testosterone/DHT

« Short CAG repeats: greater sensitivity
to testosterone /DHT

Histerical overview of T preparations
available for clinical use

I
W T,
' L
. O e
a1l ey [ L5 01 s (K] g L I LT
D bl T peliet mplante, Hod T ena 1977 o3l T undecanoais

A aaptal T patch 195 ae 1068 rarddeeral T patches. P00 vamce=al T ges
200k buccad T s 1M T enascanoals

Serum T follewirg admirsstratian of aral T undecancate
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Testosterone replacement therapy-past, present and future (TRT)
Pierre-Marc Bouloux - Centre for Neuroendocrinology - UCL

Caution in using threshold [T] in
diagnosing deficiency
&0 year old barrister
Chronic hepatitis € infection, with abnormal fibroscan
‘Disinterest in sex’ - affecting relationship
Small (10 cc) soft testes

09.00 testosterone *S52nmalsl, LH 21.1, F5H 47 .4
EZ 196 SHBG 227_3nmolfl I6F1 13nmol/l Proloctin 360

Calculated f[T] 0.195nmal/l BAT 6.12 nmel/l (11.8%)

How would you treat him?
Rx Testogel 10-15g/day was needed to suppress LH

Clinical pharmacology of currently
available androgen formulations

TRT :guided by understanding of clinical
pharmacology of formulation used:

+ Oral T undecanoate

= Transdermal delivery systems
(patch/gel/scrotal/bucco-gingival)

* 5C testosterone (cypionate/undecanoate)

» IM Testosterone 17p-esters (enanthate,
cypicnate, undecanoate)

» Testosterone pellets

Transcutanesus T absorphion following 56 Androgel in & males

A

g ¥ — sextogel

E — Placebs

= 801

: )

Eml

ol

et —

kL

“]'... = = = — = .

o 1 2 3 4 § -] T
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Testosterone replacement therapy-past, present and future (TRT)
Pierre-Marc Bouloux - Centre for Neuroendocrinology - UCL

Serum T concentrations following 250mg im
[T] following 3 weekly im Sustanen
sustanon 250mg

N
5:I \J AN
" |:'| - 5

TU vs. TE i.m.- single dose kinetic

Levels of
T.calculated
free T, DHT
and
oestradiol
following T
undecanoate

1000mg im

+ 350 mg TE Lm,
= 1003 mg TU iLm,

Repeated intramuscular injections of testosterone
undecanoate for substitution therapy in hypogonadal

A0 men
g i;:w
§2 = "
g g i
g D b
&% 4 eeenam

i

0 7 4 F1OFE 5 4P 65 55 &5 70 TF B

e E AN AR ciaua

dﬂ WH—.W i 3
T concentration fulluw?n; 1000mg im in
hypegonadal subjects follawing 17" and 13 LR R R SRR
injection
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Testosterone replacement therapy-past, present and future (TRT)
Pierre-Marc Bouloux - Centre for Neuroendocrinology - UCL

Lo
Total and ! 5 :
free g |
circulating =1
testosterone ek
fﬂ”DWiﬂg i-; 1 2 ' i u & ] ']
weekly sc i,
injection of ™
testosterone TR A 0 S
cypionate il |_ 1 == iy
50mg L*.} * i

i

i

P fice of e s B3 A T N i
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iﬁ:::::l:’:p-nﬁu—ﬂmphnnﬂhyﬂ Barpline BB don t-:mt-u "-p" N
1 i Serum testosterone
ol AR concentration -when should it be
1; __{-{; =y L = measured?
| ¥ = * Pharmacokinetic profile of the different
M e v preparations must be considered,
e * Duration of action is of prime importance:
el Y o e | * Peak (?) & trough level should be measured
v By e {im).
SV b=t =
],. {"4:7 Pk - For oral and transdermal preparations
e — time of last application impertant to
. o correctly interpret result.

et e b, e
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Testosterone replacement therapy-past, present and future (TRT)
Pierre-Marc Bouloux - Centre for Neuroendocrinology - UCL

Which effects of T are mediated
by oestradiol?

Lean body mass, thigh- Changes in fat measures,
muscle area leg-press libido and erectile function,
strength, libido, erectile bone density

function

T Es

Effects of increasing doses of T alone and with
concurrent use of anastrozele on body fat

Tt | w8 Qi ] gt PT‘W’

D :J!n l.': 5 LI-
Testerittrone Drrbe (gidin|

Symptoms attributed to late-onset
hypogonadism

+ Bone mineral density

+ Muscle mass and strength
+ Abdeminal obesity

+ Libido

+ Erectile dysfunction

+ Hematopoiesis

+ Depressed mood

+ Cognitive function

« General well-being

Effects of increasing doses of T alone and with
concurrent use of anastrozole on body fat

A Percenugs of Bady fa

liiJ §

bl

M]l’l wlmlﬂw‘.‘

i
t Ly !!-

Pratsierns Do i)

Effects of increasing doses of T alone and with
concurrent use of anastrozole on sexual function

Reporiod benefits

T Lomn body mass

§ Bty kal and fal mass

T Bora mireral denadty

T Hammghobin kevels

T Carfiovascular haaith?

—

Raported rizks

Ligid sbwsrerraakiess L HDL)
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Testosterone replacement therapy-past, present and future (TRT)
Pierre-Marc Bouloux - Centre for Neuroendocrinology - UCL

What symptoms are pathognomonic

Zitzmann et al 2006

of a reduced serum testosterone? 20
Poor case-detection instruments.
Over-reliance on self-reporting, 15
Lack of specificity of questionnaires
such as ADAM score (androgen deficiency i
in the aging male)
- Heinemann aging male score (AMS) 10

European Testogel study 2012

o Rendemised, double-blind, plocebe-comtrolied shudy
o 30 cantred in B Egropean counTried
= 382 patiests with syspramatic LOH:

s B0-80 years of oge

¢ Tatal testostorens +15 amal

# Bissvallable Testarersds oL 68 amalil

o Sympions of LOH ([AMS] score s 35)
o 1% terfosterome gel or placeho For b months
o Shady endpaints

& Lman body mass

» Farmaii

& Tatal body mass

5 Qu:.lil'rafllfl [AMS uzale)

[

No significant change in total body
mass with testosterone therapy

Errenmrer of
e

T IR
L]
PrE———

Lacking
8 Disbion maltunypa F p < 00N
Frae—a—————————ee—————]
Lewels determined by stepwise backword Somer's b test, o result confirmed
by binomial PEGRELRION analyses i which TT sextiles and other coveriotes
used

Decreases in fat mass following
testosterone therapy

W Flareho
B Tetdarcne
an [ ——
g | s .-|.|: -- it :
<
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14
-8 P
4.3 E
<E5 years Iﬂﬂm R ]
M n-m'l mTiDAl

Increases in lean body mass:

independent of baseline total testosterone
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Testosterone replacement therapy-past, present and future (TRT)
Pierre-Marc Bouloux - Centre for Neuroendocrinology - UCL

Improvements in quality of life
following testostercne therapy

Psychological Somatic Sexual
b s subscals

idl mefld

T

Association of Testosterone Therapy With Risk of
Venous Thrombeembolism Among Men With and
Without Hypogonadism

aME
ke
b b bAoA

=T 4 L
B | | P
=]

B Tewtontarong

Soulous et al 2012

A raze-crossover study analyzed data en 39 622 men from
the IBM MarketScan Commercial Claims and Encounter
Database and the Medicare mental Databasze fram
January 1, 2011, to December 31, 2017, with 12 months of
follow-up. 6100 found to be hypegonadal

Testosteront the was associated with an increase in
short-term risk for among men with and without

nodizm (OR2.32), with some evidence that the
gssociotion was more proncunced omang younger men. These
findings ¥ that caution should bé used when
preseribing Testesterane therapy'.

‘Wellee BF 1 Takm amcan BF LT4 TrH Al Lufery PLL TANLA

Testosterone therapy in hypogonadal men and
potential prostate cancer risk: a systematic review,
Shabsigh B, Crawferd EB, Mehra A, Slawin KM,

= 11 plocebo-controlled, rondomized studies; 29 non eho-comtrolled
studies of men with ne progtole corcer histery; 4 gt of
hypeganadal men with hastary of prostate conder,

= OFf shudies that met inclusion critersa, nore demonsfrated thak

testodierons therapy for iam increcad prastate cancer riak
or increased (edson grode of Cancer detected an freated vs
.

= Tegroaterans rhn.ruﬂf did nat have a corgigtent effest an ATATE-
specitic antigen lovels. i

nt J T Rea.

Conditions in which testosterone
administration is associated with a high
risk of adverse outcome

Very high rigk of serious adverie outcames

Metastatic prostate cancer

Breast cancer

Maderate to high risk of adverse outcomes

Unevaluated prostate nodule or induration

PSA, =4 ngl'jml >3 ng/ml in indhviduals at high risk for prostate cancer,
such as African-Americand [first-degree relathves with prostate cancer)
Hematocrit >50%

Severe LUTS assoclated with benign prostatic hypertrophy as indicated
by ALIAIPSS 219

Cardiovascular disease/congestive heart fallure (Basaria,
Testosterone trials), previous VTE

Aromatase Inhibitors and Selective Estrogen Receptor
Modulaters: unconventional therapies for functional
hypoegenadism?

+ 12 RCTs were included, with a total number of

645 patients. 145 men were included in RCTs
cnmpnringTAIs versus placebo or TRT and 476
ﬁ;in RCTs with SERMs versus placebo or

Als are not recommended as treatment for
functional hypalgnmdusm because of insufficient
efficacy as well' as a decrease in BMD. SERMs
might be an alternative for TRT, but more
research is needed to evaluate their effect on
thogemdul signe and symptoms, as well as on
their long-term safety profile.

Lessons From the Testosterone
Trials

= ;!luoeh-u--tmlled. double-blind trals en TB8 men with o mean age of
yang
- F'Ff:euer af iurﬂin; T levels of alder men with kew T 1o mid-neemel

for young meen after 3 menths | maintaireg that Pewel until manth 12

= Sexusl Function Tried:T increosed sexual activity, sesual desire, and

erectile function
ical Function Trial. Mo increase in distence wolked in & minutes in

’ men whose uullupmdm slow: howewer, inall TTriol parficiponts, T

increased distance walked.

= Vitality Trial Mo increase inenergy but alightly improved mood and

=ive symploms.

= Cognitive Function Trial, Mo improved cogeative functicn.
= Aremia Trial, T increased hemoglobeén in both men who hod anemia of o
wnexplaned

kmwn couse and in men with AL

= Bong Teaal Tincceased valumetrie Mﬁlmmﬂp and rthe

estimated strength of the spine and hap.

= Cardi Trial, testosterone increased the coro
mnpgclfmd plogue volume a3 aasessed using cwm

engiography.



Clomiphene Citrate for the Treatment of

Hypogonadism.
Wheeler KMI Sharmg Df. Kovoyssi FEF Smith BP3 Cosighile B

CC reduces symptoms in hypogonadal men,
improvement in erectile function and bene
mineral density, as well as a reduction in
body mass index. Effects on fertility
unclear

Sl Medicine Reviews 2019

B % & & 8

Testosterone replacement therapy-past, present and future (TRT)
Pierre-Marc Bouloux - Centre for Neuroendocrinology - UCL

TRT - precautions

Evaluate patient at 3-6 months post initiation of Rx

Have symptoms improved?

Ary adverse effects?

Aim for T in mid nermal range

With enanthate or cypionate, aim for T of 12-

21nmol/l 1 week after injection

Measure hoematocrit pre Rx and at 3-6months

5&' Het »54%, stop Rx or venesect, and use lower
05e

Ask about sleep apnoea

DEXA at 2 years in ostesporotic patients

Check PSA if »4.0ng/ml/DRE
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FRAX tool in clinical practice: past, present and future - Eugene McCloskey

ﬁ}lth;rlt:s
Research UK

FRAX tool in clinical
practice: past, present
and future

Eugene McCloskey

Pictessar of Adull Bone Diseases
Thit Mallanby Cantre,
Department of Groology and Metabalsm
Faculty of Medicing, Dentistry and Haaith
Linteersly of Shedfieid, UK

Osteoporotic fracture and BMD

Fractures 000 pericn-years Numbser of fractures

3 | W Fracuee e

B omen with ractures 400
A

£l

a0
20 i ]
it 104
A N ; p

10 0% 08 4% 40 A% 28 28 -d--ﬂ E-L]

Risk factors for hip fracture in men and
women
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FRAX tool in clinical practice: past, present and future - Eugene McCloskey

FRAX v shef ac ugrrax

Linking guidance to the tool
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Rationale for the SCOOP StUd}F Intended use of fracture risk tools

Osteoporetic fractures in the EL° ; Effeclive therapies?
Mumter of Iraciaren -~ . = Dstecporosis is a common disease
e 3 = [t should largely be managed in primary care,
o 1% s & 4 & &
« Experls in osteoporosis are used lo integrating information
iad e T derived from multiple risk factors, but
FRAX = Many primary cane pivysksians have little expen knowledge.
_ = 1% this conslituency for which fraciune risk foals are primarnly
...... . designed
H i il H
T - e » To increase awarensss and knowledge of osteoporosis and to
s — — initiale appropriate reatment in patients at highast risk of
Dmp B spine @l weist [ Gther 5 = fraciure,

MICE SCG Fracture Risk Assessment

+» Consider assessment of fracture risk in in all women aged
65 years and over and all men aged 75 years and over |
Inberprel with caubion il aged over B0 years | because predicied
T10-year fracture risk may underestimate short-term fracture risk
« Consider fracture risk in women <85 years and men <75
years If they have any of the following risk factors:

«  previous fragility fractune +  causes of secondary osleoporosis

= currentor fiequentuse of oral  +  low BMI{<18.5 kpime)
plucosorbcods « gmoking »10 cigarettes perday

« higlony of falls « aleohol miake > recommend unds

*  family hisiory of hip fraciurnge

« Do not routinely assess fraclure risk in people <50 years
urdess major risk faclors (e.g. GC use, untreated
premalure menopause, previous fragility fracture)

66 models
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-]
SCOOP ¥ Srvemng of older womam
|'r for prevemion of fracture

Sty

Rationale for the SCOOP Study

Eflac e therapies:

Osteqporodic fractures. in the EL'
iyl of fractures

e

Can a community-based screening programme, based on hip
fracture probability assessed by the FRAX risk algorithm, reduce
fraclures in older women in the UK?
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Baseline FRAX hip probability and incidence The SCOOP Study — Baseline characteristics
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SCOOP Study - Hip fracture reduction by
baseline hip fracture probability
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Implications of SCOOP

= Women, aged 70-B5 years, identified at high fracture risk
based on FRAX hip fracture probability are responsive to
appropriale ostecporosis managemaent

« Al high bazefine risk, for example al FRAX hip fracture
probability of 32%, the reduction was 53% (95CI, 26-70%)

« IF SCOOP strategy implemented today in the LIK, it would
save almost 8000 hip fractures sach year

+ Fulure plans will examine how o implement strategy in
primary care and reach out to the wider population

Muscle/Mobility indices, BMD, FRAX and
incident major osteoporotic fracture
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FRAX tool in clinical practice: past, present and future - Eugene McCloskey

il

SCOOP - a highly cost-effective strategy
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FRAX tool in clinical practice: past, present and future - Eugene McCloskey

Options around taking diabetes into Recurrent fractures in men and women
consideration in FRAX following individual sentinel fractures

* Clinical judgament
+ g & patient with tiabeles below bul close lo a FRAX-based
imenvention threshold. the physician might recommend 1
treatmant

= LUsa RA as a surrogate for diabeles

+ Similar modelling as for glucocorticoids

Additional data neaded from large population-hased cohorts Foputation relative rak of hig
fractone following chrical
wirlenal Fus e @ B Wedran

aged B0 yeai
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Accommodate differances batwean T10 {reduced BMD with
greaber relatve risk) and T20 (higher BMD with groater
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Imminent risk - NOGG guidelines Thanks to: stucy
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Agressive LDL Lowering in Diabetes: Risks and Benefits
Robert Zimmerman MD

Disclosures

What would be the most appropriate Treatment?

=D No treatment
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Agressive LDL Lowering in Diabetes: Risks and Benefits
Robert Zimmerman MD

LIFEATYLE THERARY

BEDE ATASTINICETION S8 BRI TES CR s 8 T

AACE/ACE COMPREHEMSIVE
TYPE 2 DIABETES
MAMNAGEMENT ALGORITH M

NEW ENGLAND
JOURNAL  MEDICINE
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The Risk Calculator
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Agressive LDL Lowering in Diabetes: Risks and Benefits
Robert Zimmerman MD

10-year risk for ASCVD

—Low-risk (=
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Agressive LDL Lowering in Diabetes: Risks and Benefits
Robert Zimmerman MD

ADA dietary rec
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Cardiovascular Risk Reduction with
Icosapent Ethyl tor Hypertriglyceridemia

JELIS Suggests CV Risk Reduction
with EPA in Japanese
Hypercholesterolemic Patients
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Key Secondary End Point in Subgroups
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Agressive LDL Lowering in Diabetes: Risks and Benefits
Robert Zimmerman MD

Lasced 1% HX 407-53 Lendel T, 181 437-13

Statin associated M le symptoms

= Hepatotox

— Renal toxicity

Y, Mo
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Agressive LDL Lowering in Diabetes: Risks and Benefits
Robert Zimmerman MD

Liver Toxicity Conclusions
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Cases of Thyroid Disease in Pregnancy
Hossein Gharib, MD, MACP, MACE
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Case

A 22-year-old married woman just found out she
iz pregnant. She saw her MD for first pregnancy
visit and blood tests were ordered, including a
TSH. She has no hio thyroid disease but her
mom is taking T4 for hypothyroidism.

She was told that her insurance company will not
pay for a screening TSH test

Disclosures
* Mone

Thanks

* To my good friend & colleague, Professor
Bandeira, for the invitation, hospitality, and for
the honor of speaking to your group today

22-Year-Old Woman

Which of the following you consider the next best
step in her management?

A, Cancel TSH test

B. Obtain TSH & call insurance company
to explain

C. Tell patient TSH level does not affect
pregnancy

0. Perform thyroid palpation & US as
altemnatives



How to Detect Thyroid Disease in
Pregnancy

* Mo screen

* Case-finding or targeted screen

* Universal screen

Cases of Thyroid Disease in Pregnancy
Hossein Gharib, MD, MACP, MACE

Why is Thyroid Screening in Pregnancy
Controversial?

* Does screening detect disease that may
otherwise go un-noticed?

* Universal screening vs case-finding
+ Is screening cost-effective?
* Does treatment benefit the Mom or baby?

L T o ]

AL §
Universal sereening dedects teoe-times msore thyrobd disorders in
warly pregrancy than tarpeted luigh-ridk caue Risling

Vommah” fglhein PR PR -

s bk, | s digan

+ Toevaluate wniversal screen in pregnancy
+ 400 pregnant women
By history, 50% would be considerad high-risk

« Considersed TEH »3.5 mILL as abhormal
+ B85 (16.3%) had abnormal TSH, or FT4 or TRO+
» TSH noted in 10.3%

+ Ower half (55%) of pregnant women with AITD would be
missed il only those with high-risk criteria were examined

Accepted Criteria for Screening

* |s condition prevalent?

+ Condition adverse effects are significant?
* |z it easily diagnosed?

« Diagnostic tests are widely available &
inexpensive?

+ If effective Rx available?
* |s screening cost-effective?

TSH Screening is Recommended With

= hfo hypahyperthyroidism or head-neck radiation
« Goiter or TPOAD+

= Age >30 years

= Type | DM or other autsimmune disease

* hio pregnancy loss, preterm delivery or infertility
= Multiple prior pregnancies (>2)

* FH»/o autoimmune disease

= Obesity (BMI >40)

* Use of some drugs (amiodarone, lithium)

* lodine deficiency

Adverse Effect of Hypothyroidism on
Pregnancy Outcomes

Maternal Fetal
* Anemia * Miscarriage
* Hypertension * Low hirth weight
» Preeclampsia - Stillbirth
* Abruptio * Psychoneurologic
placenta impairment
* Postparium
hemorrhage
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Cases of Thyroid Disease in Pregnancy
Hossein Gharib, MD, MACP, MACE

Are There Suitable Tests?

« TSH
«FT4

- TT4

- TPOAD
« TRAb

Is Effective Rx Available?

» There is general agreement to Rx OH &
hyperthyroidism; Rx of SCHypo is controversial
« LT4 is an accepted & safe Rx

« MMI and PTU are generally safe with rare
side-effects & well-tolerated

_

Changes in Maternal
Thyreid Function in Pregnancy
1E |

Il]'IE_Ej T TSH|

—_—

+ goiber
= ol
+ TSH | 474 | |TTsH| |f18H
St RS S —

| placentat ic3 |

Case

A 26-year-old woman is found to be & weeks
pregnant. Other than mild nausea, patient is
without complaint. On exam, pulse is 84 bpm,
thyroid is non-enlarged and without nodules, there
is no fremor and deep tendon reflexes are normal.
Fast medical Hx is otherwise not significant. FHx is
notable for her sister taking thyroid hormone.

Lab testing shows the following: Free T4 1.4 ng/dL,
TSH 3.3 mU/L and TPOAD is negative,

26-Year-Old Woman

Which of the following management strategies is
consistent with ATA guidelines an thyroid
management during pregnancy?

A Slart LT4 dosed by weight plus an additional 30%

B. Start LT 4 using empiric dosing to achieve TSH
=2.5 mUiL

C. Start LT4 using empiric dosing to achieve TSH
12.5 mUrL

L. Mo treatment now but monitor monthly thyroid labs
E. Mo further thyroid testing or intervention

Normal TSH Ranges in Pregnancy

- Trimester specific values in local lab, usually
0.3-3.0 mIUML, or

« Consider 0.3-4.0 mIU/L

+ Affected by iodine intake which means U5,
normal ranges cannot be universally applied



Cases of Thyroid Disease in Pregnancy
Hossein Gharib, MD, MACP, MACE

Subclinical Hypothyroidism (SCH)

Case in Pregnancy

A 28-year-old woman is seen during the 4™ weaek of her + 2 B.5% incidence

second pregnancy. She feals well and physical exam is )

normal. Serum TSH is 4.4 mIUL & FT4 1.6 mgldL; TT4 * Defined TSH 2.5-10 with normal FT4

12.5; TPOAD positive. She read on the internet that she
should be on thyroid hermone. What advice should you
give her? - Possible neurocognitive deficits in
A Mildly elevated TSH is definitely abnarmal developing fetus
& clearly causes deficils in newborn
B. She should expect no problems since her first
pregnancy was uneomplicated
C. Best starl LT4 to lower TSH

0. Refer to her OB for management

« Variable evidence for risks

Perinatal Outcomes in Dose LT4 Rx Improve Outcomes in
Hypothyroid Pregnancies Subclinical Hypothyroidism in Pregnancy?
BE womean v » Data are conflicting on whether or not
0 - 23 with overt hypo u Subclnica psychoneurclogic deficits in the newbhorm
o 45 with SCH ool improve with LT4 Rx
20 = * Haddow et al, NEJM 1999, showed SCHYPO
i i caused low 1Q in offspring
1
« Lazarus et al, NEJM 2012, in CATS study
9 showed no benefit for LT4 Rx
5
« Casey et al, NEJM 2017, also showed LT4 Rx
o did not improve 10

Gestational HTH Low birth weights

Thyroid Anlibodies and Spantanesus Miscariage
Wiss Baxn-
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5 e e

- Recusnent Abadtion and Thyrmd Antbodies
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Cases of Thyroid Disease in Pregnancy
Hossein Gharib, MD, MACP, MACE

LT4 Rx for TPOAb+ Women

* Miscarriage & preterm birth are two
commoenest complications of pregnancy

+ A systemic review of 31 studies of thyroid
women showed a strong association between
TPOAb+, miscarmiage and preterm birth

+ Some studies show LT4 Rx in TPOAb+
women lowers complications

« Some suggest LT4 Rx when TPOAb+ even if
TSH is normal

Levothyrowime in Women wigh Thyroid
Termidans Antbedios bl Comrpthn

=« Multisenter, double-blind, placebo-controfled

« 286 (56 6%)on LT4 & 274 (58.3%) placebo group

= LT4 Rx staried before concaption 50 ugad

* Euthyroid womaen, with TPOAb+, and hio
miscamage/infertity

* Use of LT4 did nod result in higher Ive births than placebo

29-Year-Old Woman

Whatis the most appropriate step in har
management?

A, Obtain TT4

B. Repeat TFTs in 4 weeks

C. T LT4 dose by 30%

0. TLT4 dose by one exira tablet/week

Case

A 32-year-old RN consults you for thyrowdne therapy
during pregnancy. She has just learned that she is
pregnant. Serum TSH is 2.8 mIWL, FT4 1.6 ngidL and
TPOAD 520. She is asking if LT4 Rx should be started
to avoid miscarmiage. What advice do you offer?
A, Positive TPOAD s net a risk factor for miscarriage
B. She should start LT4 and keap TSH 0.01 miLVL
C. She may take LT4 and keep TSH 1-3 mIWL
D

. Recent evidence doesn’t show benefil from
LT4 Rx

Case

A 28-year-old-woman presents for a routine visit
during the 5" week of her first pregnancy. She
was diagnosed with kmphocytic thyroiditis
(Hashimoto) at the age of 24 and takes 100 mcg
of levathyroxine daily

Physical examination: height 5'4", weight 80 Kg,
BP 120/70, pulse 90/min, resp. 18/min. Overall

exam is normal. Thyroid gland is smooth, non-
tender, without discrete nodules or bruits,

Labs show TSH 3.8 miU/L and FT4 1.5 ng/dL.

Hyperthyroidism in Pregnancy
+ Gestational hyperthyroidism 1-3%

« Graves’ disease 0.1%

« Toxic MNG

« Toxic adenoma

* Exogenous thyroloxicosis



Case

A 27-year-old woman pregnant 10 weeks presents
with nausea, vomiting, and a 5 Ib weight loss; her
first pregnancy 2 years earfier was uncomplicated.

On exam she is dehydrated, euthyroid, without a
goiter and has normal eyes.

TSH 0.01 (0.3-4.0)
FT4 2.1 (0.8-1.8)
FT4! 20 (5-12)
TRAD 15% (n <16%)

Cases of Thyroid Disease in Pregnancy
Hossein Gharib, MD, MACP, MACE

27-Year-Old Woman

What do you recommend now?
A. Start methimazole 20 mgfday
B. Start PTU 200 mg per day

C. Start PTU 200 mg plus propranolol
100 maiday

D. Rest, rehydrate, & reassess

Hyperthyroidism & Pregnancy
Clinical Clues in DDx

Gestational GD

Sx prepregnancy - ++
Sx during pregnancy + aE
MN&Y ++ 4+ +
Goiter/GD - +
TRABTPOAL - +

Case

A 32-year-old woman is 8 weeks pregnant, she
reporis palpitations, anxiety, heat intolerance and
an 8 Ib weight loss for 6 months.

Cin exam she is nervous, shghtly hyperthyroid, has
lid lag, and thyroid is »2 enlarged.

TSH 0.0, FT4 2.8, FT4l 16 (5-12),

TRAD 75% (<16%).

Diagnosing Hyperthyroidism in Pregnancy
* Clinical findings: Sx, goiter, eyes

«LTSH; TFT4, T T3

« Goiter +

* TRAD ++

* RAIU - contraindicated

32-Year-Old With Hyperthyroidism

How do you manage her now?
A. No Rx; Repeat TFT in 6 weeks
B. Start methimazole 20 mg per day
C. Start PTU 200 mg per day and monitor
D.

Start PTU 200 mg plus LT4
50 mecg per day
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Cases of Thyroid Disease in Pregnancy
Hossein Gharib, MD, MACP, MACE

TSH recepior
antibodies

Hyperthyroidism & Pregnancy

* Thyrowd autoantibodies (TRAD) cross placenta
& affect fetal thyroid after week 12

* Fetus can develop intrauterine myxedema or
hyperthyroidism even if mother is euthyroid

« Avoid combination T4/ATD Rx

TSH Receptor Antibodies (TRADL) After Various
Types of Treatment for Graves® Disease
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Hyperthyroidism & Pregnancy

* PTU is recommended for maternal
hyperthyroidism thru 16 weeks of pregnancy

» Pregnant women on MMI| who become
pregnant should be switched to PTU

= When shifting from MMI to PTU, use a
dose ratio of 1:20

« After week 16, either PTU or MMI can be used

Case

3-year-old woman who delivered her second
child four weeks ago complains of fatigue,
palpitations, tremors ad restlessness. On

exam she seems stimulated, skin is warm &
moist, and there is mild proplosis. Thyroid gland
is mildly entarged, firm and nontender.

Labs show TSHO.01, FT4 2.8, TT3210&FT3
4.4, Other labs are normal.



Cases of Thyroid Disease in Pregnancy
Hossein Gharib, MD, MACP, MACE

34-Year-Old Women Postpartum Thyroiditis (PPT)

Which of the following is/are lrue in this case? + Most common endocrine disease in women

A Hyperthyroidism likefy will spontaneously resolve - Worldwide prevalence 1.1-16.7% (mean 7.5%)
B, She would beneft from [-blocker + Autoimmune disorder that occurs within

. ATD are contraindicated bc she plans to 1 year following delivery

breastfeed her newbom Z 4 A £
_ * Typical course is transient hyperthyroidism
D. Increased rick for postpartum thyroiditis followed by transient hypothyroidism
after nend pregnancy

E. Al of the above
F. A B &D only

Postpartum Hyperthyroidism

+ May be due to PPT or GD

« For GD, MMI 20-30 mg/d, is safe for lactating
women & their infants

» For PPT, use propranolol at the lowest dose
to alleviate Sx - no need for ATD

« Women with one episode of PPT have 70%
risk of recurrence with next pregnancy

Hossein Gharib, MD MAYE)
Thyroid Disease and Pregnancy — 38 CLINIC
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Treating Obesity: A 2019 Overview
Barbara McGowan
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Obesity: a 2019 overview
« Clbesity: introduction and prevalonca
= Pharmacotheragy: cument and novel Targets
+ Endoscopic denvices: bridging the gap between drugs and surgery
« Metaholic surgery in combination with pharmacotherapy flor weight reqgain
= Conchusions: tha horizon

GIn_hi}l Fr_Eﬂlgan u.f obesity: 2016
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Obesity is a complex and multifactorial disease
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Obesity is recognised as a disease and health issue
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Obesity rates worldwide are increasing

Man BMI =30 kgfm? Woman BMI 230 kgim!

Treatment options for people with obesity
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Clinical management of obesity
2015: Endocring Sociaty clinical practice guidelines

Carw of tha patient whao (s cvenweight or cbess
T
=1% .

Ta wraliorgte comothditien med pmpidy sdharence o bebavioor Changes

BMI (kg/m?)
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Lifestyle weight management — three core componants

1. Dl etary changs

Ty resiriclion
2. Physical activity
FHeaE Bnergy expondiue
1. Bahirwbaural chareps page bobog ke sl doppaen

Linchirping ond grdbiloc. (rh el ba

Evidence shows that such & multicompone approach
(MIGE recommanded) can help achiove 3=5 ky sustadned
waight loss in people with obesity

DIRECT TRIAL- 2 year results Lsanatal, Lancet z019
s %= 15Kg weight loss

, %% remission T2DM

Current & future obesity pharmacotherapy

=

Treating Obesity: A 2019 Overview
Barbara McGowan

AACE guidelines: staging directs treatment?

Finding a practi
management solution for
T20M, in primary cane

Primary Outcome Results of DIRECT

DIRECT TRIAL- 2 year results vean st sl Lancet 2019
% remission T20DM
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Current treatmant guidelines
EASO European Guidelines ‘
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Pharmacological options for weight management
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Liraglutide is a once-daily, human GLP-1
analogue
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Change in body weight with ||ragluﬁl$ﬂ 3 ﬂ mg (%}

Earty responders anid fod-responders
dadal
Cmwwty amd Prosanames dnanaten
Wary vy s

Charge m weght (%)

— EEm
Y
Effectiveness and cost of “-rr;i
integrating a protocol with use of \."‘-
liraglutide 3.0 mg into cbesity

Strine

I Gl sy L 4

services (STRIVE)

Collatoration with 5 UK and Ireland obesity servdces
& University of Lelcester Clinecal Trials Linic,
Furding: Nowvo Nandisk

Real woild stody of lirsglutids in severe oheaity

Al s b entify group of patients who best respond
to bragiutide 3mg. Wil provide ciinical and cost:
affectivenpis data to inferm future NICE appraisal

Change i meght ()

GLP-1 effects on hypothalamic neurons involved in
appetite regulation

e ==

Change in hor.ir weight with liraglutide 3.0 mg

Chasiy and Prediahates: 0-17F wasks
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Liraglutide: Safety overview
Safoty prafile consiglont with that of previous ciinical trials with
lirmgiticla 3.0 mg and Bragldida 1.8 my in indivicuats with T20
Kol eommnan AER with Iraghilide 3.0 mg were nausea, darmhoea
ah comatpation
AR i bad iy £ e 1 ek e et AL e e
Ik of galblndider o + and aGuls pancroalilis was more
fresquant with liraglutide 3.0 mg-
LS PRSP ¢4k O e O BT 0 M L e O e b e bl
ety i b B
s ey iy § 1 ca | d bebm B BT e e
CN risk fachon (BF, lipids) genedally improved, increass in pulis
ralm {24 bpm) with liregistide 30 mg vs placsbo

Treatment of obesity with anti-obesity medications can

reduce the progression to diabetes

SEQUELY  SCALE 1835
{3 years)
PHENSTPM ER Liragiutide 1.0 mg
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Can we do any better?
Semaglutide
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Semaglutide Phase 2 clinical trial: Change in
I:vn-dv welg ht_[%}
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3% Pertesfald Holamen
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Semaglutide: Categorical welght loss =15% or 220%
({post-hoc analysis)

Faricipands (%)

Naltrexone=bupropion: mechanism of action

= The KB combination synergistically imgacts on two different patteays
assoclabed with Increased energy expenditune and reduced energy Intake:
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Pharmacotherapy approved in the US:
lorcaserin

topiramate/phentermine

Effect of lorcaserin

BLOGMU and Pooied BLODMBLOES0M: 1 peardats

Mot approved In
Eu

Phentermine/Topiramate (Qsymia)

# (symin- phenterminge (Phen half of Fen-Phen, nomdrenergic) plus
topiramate {via GABA)

* Combination of amphetamine and anti-convulsant

* Weight loss between 5-14% at one vear
Concerns re cardiovascular (increase in HR) and psyehintne effects
{depression, altered mood)y

Low dose phenterming + topiramate
Effects on cardiovascular risk factors

e e

Lorcaserin (Belvig)

# SHT. serodonin agonist (x 15 ve SHTs,, X 1080 vs SHT )
= SHT;calmost exclusively & the brain

= Vahulopathy thought 1o ocour via $HT g ( ferfluramine and
dexfenfluramine)

= Weight loss 3.8 Kg a1 one year vs 2.2 kg placcho

* Lowes: decontimuation rale vi any obesdy drug in phase [ bun CANCER
™ RATS (mammary gland, perve tesue, skin)

& Affects cognitive shilities, depression, suicidal theughts

Neutral effect of lorcaserin on major CV
outcomes

—— ——— — = = =

Bohele et ol MENE 2358
[ LR LT e b ]

Low dose phentermine +

2EFE e topiramate
% === ;
== Mow ol iy
o Effectiveforweight |, =
inss PR
* Conoerns —=:zzze:
» Neuropiychistric  —Z5-
sidde effects

= Teratogenichy

+ Cardigvasodlar side I -
effects? .

Mot approved s ELR

MNovel therapies: GLP1/glucagon receptor agonism
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i Weight loss better with dual GLP-1R/GcgR agonist
Metabolic actions of GLP-1 and glucagnn_agnnlsls compared to just GLP-1R agonist

Co-infusion of Low-dose GLP-1 and Glucagen in man

rasmls‘!n a reduction in food intake GLP-1 based mono and poly agonists in development
_ :_ n -
1T —an
l: e
= = ==
S = i
.- i = =
i Jen T B
i : ! e o . bl P J014 :_'= ':-
R ==
d
Endoscopic procedures:
Other treatments under investigation Gastric balloons and transpyloric shuttles

L Sl S
* Setmelanotide (MC4 R agonist for POMC deficiency and other genetic

& Bl
e
disorders)
* Prader-Willi syndrome [GLWL-01 - reduces scylation of ghrelin;
diaroxides
« Combinations & other gut peptides
. -~ i
Sy
-t

GLFfglucagon
= GLPL/GIF

=
= Aumylin
= Peptide Y

Revise-Diabesity Study: I t of
Endobarrier - implantable duodenal oot Tt bl il b bRl

lier treatment on HbAlc and weight over JF-N
lyear
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REVISE- Deabesity: - C
Liver fat pre- and post-MR images .E_l EndDSEDPIC sleeve Eﬂﬂmp"“'-"l’

Stibching davice 1o reduce size of stomach
For abasity —comparable io (slightly less than| sungery

~18-20% total body weight loss

o L Ry
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posk

Erdabarrier

—

Duodenal mucosal resurfacing FI Revita-1 Preliminary Metabolic Data

:' Revita™ DMR [T - in T el

B dy

Heat balloon used o resurface tha cucdsnum ning
For Type 2 diababes (maodest waight kass can octur)

Marked improvement in diabetes control
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Gastric aspiration: Endo Aspire-gastrostomy tube Bariatric Surgery

and syphon assembly s i el g

Bariatric surgery is associated with sustained

Gastric bypass surgery
weight loss over 15 years
Serwvgis i
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How does surgery STAMPEDE 5 yoear trial
improve diabetes St atad i bty mpren 150 prts with T2OH
. . Randomised 10 medical tx,
) *" L o Primary and-paint HBATG
g — 5 &%
'I
= o B L ;egl_ e Eﬁ;;. i

==t 3% in sleewe 8l 5 yin

Wuﬂﬂmmwmnmmtmmw*
gt lor b ruragerment of TI0 " GaA

GLP-1 therapy post-bariatric surgery in T2DM GRAVITAS: methods

= randomised doubie-bling, placebo-controlled tnal

* mdufls posi-Rou-gn-Y gasiric bypass o wetical sleove
pastrectomy and porssbent or recumant fype 2 diabotes with
HbAtc lests higher than 28 mmolimdd (6-5%) af loas! | yoar

Adjunctive liraglutide treatment in patients with persistent i i
or recurrent type 2 diabetes after metabolic surgery + 5 London centres
(GRAVITAS): a randomised, double-blind, placebo-controfied + Pationts rocoived eifhwr bragiubde 1-8 mg onco dally or

FBCEh, bosh in addition §0 reduced-Calare tel

[Prisiry ouSComes Changs in HibA 12 trom baseling 10 the &3 of the study

Trae Lances, SUe0st 2 [Adoonnoiogy, June pariod st 26 weeks
bl o Tha Laece. Duabaies wsl
Esgomrriogy. bers DR Tan w8
GRAVITAS: Effect of GLP-1 post-surgery an HbAle GRAVITAS: Effect of GLP-1 post-surgery on welght
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GLIDE Multidisciplinary management of obesity
Gaslflr band and L-rnglul ide IHIEF'I\E']HIZIH in 3
= Digticians
Dla-bete-s Emlutlun = Peychologists
= Psychiatrists
A multicentre, prospective, double-blind = Endocrinologistiobesity physicians
placebo-controdled trial = Baristric/metabolic surgecns
* Sleep phygiciaa
= Anaegiretisis
Chief Imvestigator: Dr Barbara McGowan = Dbsesity murses
= [Habwtes specialist nurses
i Canme + Cardiclogists/tepatologists/ Dermatodogists/transplanty fertility
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Obesity: the harizon

Lifestyle interventions will remain key to management of obesity

Mew GLIP-1 sgonists will provide effective {double digit) weight loss

Gut hormone analogues combination therapies ane promising therapies
Endascopic procedures may provide useful bridging gap between
pharmacatherapy and surgery

Pharmacotherapy with metabolic surgery likely to be a useful adjunct
for the managemant of wesght regain

A multi-discipfinary  individualised approached will be required o
manage patients

Guy's and 5t Thomas'
m emsmaiat ot By
I\' [™ias
Lanllexe
LONDON
Foarmdea iH 365

Thank you




rthritis
Research UK

Biochemical markers of

bone turnover
A clinical update 2019

Eugene McCloskey

Prodessaor of Aduft Bone Discases,
The Mellanby Centre,
Depariment of Oncology and Metsbalism
Faculty of Modicine, Dentlstry and Health,
University of Shetfield, UK

Controlling variability

Uise markars wilh laast varability
ngiml
an

(== Ris ) S m'u
Time of day
» Timed sample
o Usually morming

« Fasling

Biochemical markers afler ankle fracture

Formation Resorption

Biochemical markers of bone turnover - A clinical update 2019
Eugene McCloskey

Bone Turnover Markers

[T ———————
Resorplion
» Prysdinigm erois-inks of colagem

- - Deommridnokne (PO
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= G- @rd M-isfopeptaies {CTH. CTE-MMS,
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Erzyme
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“ * Propepides of ype | procolagen
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Cs mrad Matiemainal (FICE PINF)
Ergyme

* Dore abalne prosghatase (Bone ALP)

Brenda, age 63

= Wrist fracture at 62

Menopausa at 3%, no HRT

Brenda, age 63

= Wrist fracture at 62
Menopause at 39, no HRT

= Is there a role for BTM Lo pradict her:
Rate of bone loss?
Fubure fracture nsk?
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Predictive ability of BTM attenuates over time Brenda, age 63

Redativie rigk of Traciure ped S0 osteochicn N Dm mﬂﬁrms ﬂs.teﬂpl:llﬂ‘ﬁis

- Can BTM be used to:

- Select appropriate treatment
to reduce her risk of further
fractura?

1 2 3 4 5
Dwration of follow up, years

Can BTM inform choice of treatment? High bone turnover predicts rapid bone loss

Radius BMD 4 yr rate of change, %

; 00 | Tumover
-Hypathesis 05 | _ I Low
1 ! 1 3 I High
» High baseling bone turnover - treat with anti-resorptive A0 | ¥ A
« Low baseline bone turnower - treat with anabolic -1.5 |
-2 |
o e B0S
25 | pama = 34

-30 |

35

High bone turnover predicts rapid bone lossin

populations but notindividuals BTM predict fracture risk independently of BMD
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Baseline BTM predicts change in BMD

% change BMD, lean] Bguarss mean
L]

1 P=004
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Biochemical markers of bone turnover - A clinical update 2019
Eugene McCloskey

Baseline BTM predict change in BMD

« Alendronate

« Higher baseline BTM associated wilh greater spine and
hip BMD increase over 3 years'

- Teriparatide
+ Higher baseline BTM associated wilh grealer spine
BMD incraase over 1.5 yaarss

Baseline BTM have limited predictive ability for fracture

outcomes with alendronate
Low PINP<42 ngimL High PiNP=5T ngimL

FINTILE 3 O PRETLRE PER TETITLE §OF BAERLRE PdR TR § OF BABILRE DD
[ [ T
——

ALM

= i CH ]
= 1=
|
t FEO

- Higher PINP predicted greater non-vertebral fracture reduction in
aslaoparatic wonmien

+ Higher bone ALP predicied greater verebral fracture reduction in
oslaopenic women

- Mo significant predictive ability for CTX in this cohort

nierventiontrial MN=6 Aauer J Bone e e

4 Chen J Bons Miner R

Brenda, age 63

= Weekly oral alendronate

- Can BTM be used to;

- Monitor her response o
treatment?

Tscore -2 8

Greater suppression in bone turnover is
associated with greater reduction in fracture risk

e AP

Y lnin

Change in BTM with alendronate, TRIO study

% changs
fiom basalne .4

i — T
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Targets for anti-resorptive treatment

« Responder defined by change:

PINF, il
Grealer than least significant :
changa p
"
= To bevel associabed with lovwer &
fracture risk %
« Clinézal trial data i
« Lower hall of the pre '

menopausal refarence ranges

Denosumab after alendronate
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Can we identify those who fail to reach the
target and do they do worse?
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Oral bisphosphonate monitoring algorithm
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PINP response defined by
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Monitoring anabolic treatment
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Teriparatide monitoring algorithm
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BTM to monitor offset of bisphosphonate treatment

Monitoring offset

BTM and offset— analysis from the TRIO study BTM and offset— analysis from the TRIO study
w | "
E wa o | B
1% @_ smean 3288 234 3105 -188)
SR : AR, “mean 1T OJEIHRE 30430700230
v ALSC NS} ST(3Mea1TH)
sl 1 Al 80 17038 OMELOTT B VOE) o yraianie 1950
¥ i A % 14 g ey rrman 21 WY} G238 XA 130
511 Fi 114 = crean ZRETI  1OREZOTOOTT) 420018 0200
a I"l r-" —a—t A ‘-L* f';—' " *LEC BE(TY) 20 (200 80«1 28)
L= f#_‘r*- —i Ase N OMCITIR0EN e pain

Summary — BTM in clinical practice

+ Useful for monitoring respanse
+ Usaful for guiding second-line treatment choice
+ May be useful for monitoring off set

+ Mo rale yet in fracture prediction or first-line treatment choica
« Consider variabdity and validity
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PTC: State-of-the-Art Management
Hossein Gharib, MD, MACP, MACE

MAYO
CLINIC

{E_ﬁ] PTC: State-of-the-Art
Management

4% Annual AACE Brazil
Chapter Congress

Recife o :
November 15-16 2018

Hossein Gharib, MD, MACF, MACE
Professar, My Gl © of Mg B gars
Pl Prassten, Asedicsn T T =
PaniPreuisent, kaericank ation 68 C

Disclosures and Thanks

« Mothing to disclose

+ Deepest thanks to Professcr Bandeira for the
invitation to attend this meeting and for the
honor of speaking to you today

=

Progiertaeg Catcar ncaisras el Daamng 1 200 The

Urmapacted Bosder of Thyroid Liver, and Percrees Cancers
Thyroid Cancer Stats e g i R

Mew cosss Totsl Vioamren Men

Thyreia ama 45,000 34,000 1000
2aH5 Lo T1.000 21,000
2033 &3 000 T 00 39,000

Brasst 200 5000
20 202000
=] THL000

i 2030, Thyroid will be 82 fn women and &3 in men

Projectad death rate stable at 2,000
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Patient #1 Active Surveillance (Deferred Intervention)
68 year-old-woman with
an incidental 9 mm thyroid
nodule. High suspicion
US pattern; no abnormal

= Active cbservalion approach
« Patients with known or highly suspected disease
* Therapeutic delay (deferred intervention) has no

lymph nodes clinically significant impact
Whal do you consider the preferred next step + Therapy, when indicated, still effective
A Qrder thyrod scan + Not paliiative carefwalchful waiting {non-curative)

. Proceed w thyroidectomy + Classic example

B
. Measure calcitonin « Small volume prostate cancer
| O. Consider active surveillance

SEER: New Cases, Deaths, and
Active Surveillance S-Year Relative Survival (1975-2012)

Ideal candidate 2

* Age =60
» Solitary thyroid nodule

Potw Cases

M urrhes per
1080, 0000 peierBae:
o

« Well-defined margins
* Mo extrathyroid extension i _

« cMO; chMO 1975 1980 1985 1690 1995 2000 2008 2010

+ Compliant with follow up

b ga3N R RN BSNL BAEG Be% SOYm BT

Differentiated Thyroid Carcinoma

* Follicular cell-darived
thyroid carcinomas
{PTC and FTC)
comprise up to 95%
of all thyroid carcinomas

+ Tha vast majority
of thase tumors are
waell-differentiated

Papillary Thyroid
Microcarcinoma (PTMC)

W Papdlary
W Pl ks
W MTC
B ATC
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Paterd Ags |y Sigrélcanty Megaied in the Progrection
of Fagdiary Microcarsnoma of the Tiyeoad
Unider Dibrservplion

Outeomes after 10 years of cbsenalion
I e gy oS A8
| e ) e

a8
g S 83 B3
» 4 4 a5
21 22 14 16
¢ 4 o4 s
nEdiaR 0 STa Paval LN mats Progressan i clinssl

[~ 10

Patient #2

A S0-year-old man has a new thyroid nodule, US
shows a 2 x 2 em solid left nodule: right lobe is
normal with no abnormal nodes,  Left lobectomy
shows a 2-cm encapsulated FYPTC.

What is the appropriate next step in his management?
A, Completion Tx
B. Radicioding remnant ablation
C. LT4 Rxw TSH <0.1
| D. Follow up without further intervention

FVPTC

« Accounts for 20% of all PTC
« Two types recognized

1. Encapsulated: Premalignant, RAS mutations;
requires lobectomy for diagnosis

2. Invasive: Makgnant; BRAF mulation;
TTx for larger, node-positive tumor

NIFTP

Momenclature Revision for Encapsulated Follicular Variant

of Papillary Thyrod Carcinoma
A Paradigen Shilt 1o Riduge Chanreatemest of Indolen Tamons

. R B B L3 S B A | e . M g et B B i B

+ Study. 109 patients with noninvasive EFVIPTC observed
for 10-28 years, and 101 patients with invasive EFVPTC
observed for 1-18 years

* Moninvasive group was disease-free ai median 13 years
follow-up

* Invasive group showed 12% adverse effects, including DM

NIFTP
Mon-pvasive Follicwlar Thyrod Neoplasm wilh Papidlany-like
MNuclear Fealures

« Prevously known as
encapsiiated follicular vanani
of papillary carcinoma

« I o irmvasion upon fmdvl -
wary low (<1%) isk of recurrence

« Besiviewed ag “pre-malignani”
equivalenl of "cancinama in situ”

Sl requires surgical resection,
but lobectomy liekely sulficient
swgeny

RAS and RAS-like mulalions

comman, but BRAF VEOOE,
TERT nal seen




PTC: State-of-the-Art Management
Hossein Gharib, MD, MACP, MACE

Patient #3

I=year-ckd woman wilh mcidental inding of an asymplomatic
thyreid nodule. Normal thynoid function. Wants 1o avoid thyrold
hormane freplacement.

LUbEﬂtUmY Vs Thyrﬁidectum}f E?ﬁmﬁ;ﬁuﬂﬂﬁ:ﬂnmue Caonfralateral lobe is normal

FMA =PTC
Whal do you recommend
A Total Tx plus CHD
B. Total Tx only

I_w- Lul..'-ccl.umy“ .
D Observation

Recommendations for Surgery Thyroidectomy vs Lobectomy

* Lobeclomy preferrad in properly selected paliants
with low- and inlermediate risk PTC

* For PTC >1 cm and <=4 cm, without ETE or
clinical evidence of lymph node metastases

(eM0), the initial surgical procedure can be » Extent of surgery has lifthe impact on CSM
either a bilateral {near-_tolal or total « Recurrence rales are low but lower after total Tx
Erl'éy;gf;?nmry} or a unilateral procedure - Complication rales ara lower after lobeclomy vs TTx
L4 + Lobectomy seems appropriate when RAl Rx is not
» Mo need for prophylactic CND if T,/T; PTC, planned
&for FTC « Consider that complication rates are 7.5% for low-

volume and 13.4% for intermediate-volume surgeons;
B0% of thyroidactomias are dona by low-volumea

SUrgeons

A Practical Approach to Follow-up
After Lobectomy

Excellent disease specific survival
Highty senaltive diseass detection techniques are nol necessary

TEH goal * Q52 Smilkml H
B \‘-‘-hnrr:nl:mllqtﬂtrfmlﬂ TNM Stagl ng
Chnie wans + Pobaap (lo fevies paih, check TEH, Tgh
LT

+ Thiet 5-12 menth

v Vaary far 2-3 phank with sxim

+ TEH, FT4, Ty ToAb with sach oleks vesii
magEng + Meck US 612 montha. 3 yvs. and 5 yrs

+ Then very ransly

+ Susiaingd. senalrise n Ty over ume
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PTC: State-of-the-Art Management
Hossein Gharib, MD, MACP, MACE

TNM Staging of DTC

Patient #4 Age <55

S0-year-old man with a thyroid mass. US shows a solid, + Stage | Any T Any N MO
hypoechoic 3.5 nodule; FNA confirms PTC. Linderwent

thyroidectomy and central neck dissection, Path report + Stage Il Any T Any M M1

showed 3.4 cm PTC, minimal ETE; margins free; 2of 6
leved V1 nodes positive for PTC.

What is his TNM stage based on the recent edition?
A Stage |, T2 Nla
(B. Stage II, T2 N1a

C. Stage II, T3 Nia

D. Stage Ill, T3 Nib

_

Tumor Size THNM Staging
T1 Primary tumor <2 cm Reglonal and upper mediastinal nodes (N)
T2  Tumes=>2 om and < em MO Megative nodes
T3  Tumodr >4 em MNE MNodes nol assessed
T4  Any size turnor with gross ETE Nia  LevelVl

Nib Other levels and mediastinum
Distani Melaslases (M)

TS Tumor size not known

Assessing Response to Therapy

Excaltent Indetarminate ingomplebe
Respenas  [good) Responss Reaponse
Suppresacd Detectable, =1 mgimiL
Tg OEmemL o ngimL

=1 labed T| =1 ngimi =10 L =110 mgimil H
“ToTench  Nne Decining Stable o fising Low-Risk PTC
TgAb  Magalve Absantor geclining  Parsistant of rising

Hormal

Meck xam  Normal ndecminate | peblodaese

Imaging  Negathe Clinicaty e
Ingagnificant

¥

Hlable Fiak

A

Estimuin Estimala Estmate

_



Patient #5 i

42-year-odd man is found
to have a nodular goiter on
physical exam. Thyroid

US showed bilateral
thyroid nodules: a 2.4 cm
hwypoacholc nodule in the
R lobe & a 2.5 cm one in
the L FNA of both-<»PTC.
Tolal Tx confirmed hilateral
PTC, confined to thyroid
with 4 negative level VI
nodes.

PTC: State-of-the-Art Management
Hossein Gharib, MD, MACP, MACE

Which of the following is true for this case?

A, Mo RAI Rx is indicated

B. Local recurrence may be expected
around 20% in 30 yrs

C. CEM should be around 15% in 30 yrs

D. Long term survival is expected around |
| 95%in 30 yrs

Papllary Thyrebld Carcisoma (FTCH in Children and Adulis:
Comparison of [nitial Preseniation and Losg- Tevm Floperative
e |n 4833 Patienis Comecstholy Trosied al fe Mas
Wik Dhsiing Figha Mibesides (193015

m__.

= Mean follow-up for childeen (C) and adults (A)
were 26.9 and 15.2 years, respectively

» C Had larger tumors and more melastasis

= 30-year TR ratas ware similar in both groups
= C5M was lower in children

= C5M in adulls 4.9% in 30 vears

* Increased recurrance due lo more sansitive tesls
(U5, Tg, PET)

Recurrence Rates
Local Reglanal Distant
= 30 = M = M 4
i med 245 £ P23 & 1930278
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PTC: State-of-the-Art Management
Hossein Gharib, MD, MACP, MACE

CSM for PTC

Chisiren Azt

T2 ] A= 4
uii 7 & 1 Pal 8

71

Stud:-.r Conclusions

+ Distant mels often present at Dx in children
« C5M in children <1% in 30 yrs

« C5M in adults <5% in 30 yrs

* Recurrence rates, any site, around 30% in
adults, and 50% in children, followed for 30 yrs

o
L
2 u|M
oBERE

v Gy e o 71T dureg 0 |.n.-\.'n.lb-.|'1-|1-l 1. b i 0 chviceen
1Rt -uﬁq-l.'\ﬂ' &7 MR © 7 oy '.i gy for

Low-Risk PTC Cause-5pecific Survival
1940-3T7 Mayo Data

Management of Low-Risk PTC

Iritial Rx
r _ A8 1,000 : 53%) — LA
:'H‘—'—._\ = — Fostap evaluaton
80 \\\‘ s 66000 (207 - 0] [—
N L e ——.
% 60 I_l_l_—- .08 (6 3% He routne RAl FAl Rx
% Fubm‘\ { | mﬁm |
&0 -
& i T L initial TSH poal
ag | ne2, 284 0.5-2.0 miLiL
P=00001 -
| WACIS scons
L T T T T Evaluate respansa i
4 & 1 18 0 i R LG, T TAH

Years after initial realment

e ey

Key Points Key Points
. Q?J:E survedllance Is an accepted option for * We discussed follow up plan after lobectomy

* Long-term recurrence rates are around 30% for
adults and 50% for children with PTC

* Children with PTC often have DM at diagnosis
bul martality is still =1%

* RRA is usually nol necessary in low-risk PTC
pts when outcome is excellent

= EFVPTC is now considered a premalignant
condition requiring only lobectomy for diagnosis
but no additional Rx

* For PTC 1-4 em without conlralateral lobe nodules,
ETE or nades, lobectomy may be adequale surgery

« 8" edition TNM staging has updated features

* Low-risk PTC maybe treated with lobectomy and
does not require RAI Rx or T3H suppression

MAYO
CLINIC

y

Thank you
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Endocrine hypertension:
diagnostic challenges /
future directions

Pierre Bouloux
ucL
AACE Brazilian Chapter
Recife November 16 2019

Clinical clues for endocrine
hypertension

Severe hypertension

* Acute rise over previoushy
stable velue

¢ Onset before puberty

» Age «30 with negative FH

General

» UWnexplained Cr elevation

* Elevgtion of *50% Cr af ter
ACEL, ARE, renin inhibitor

+ Moderate/severe
hrﬁ;:rensinn in
a osclerotic patient

* Flash pulmonery cedema

» BF 1607100 af ter age 55

Renovascular disease

2ary hypertension

Paroxysmal hypertension
Hendache, palpitations,
sweating (roised
metanephrines)

Phaeochromacytoma

. Hypertension with
lary hyperaldosteronism hg.rl';:upukufae.miu. koliuriaMa

sedema=mineralocorticoid
escape
Cushings’ syndrome Cushingeid facies weight
guin, ecchymoses, strioe
(24hUFC, DST ACTH)

Clinical clues for endocrine hypertension
Pierre Bouloux UCL

Contents
+ Causes of endocrine hypertension

+ Clues as to presence of endocrine
hypertension

* Primary hyperaldosteronism (PH):
-Who should be tested for PH, and how?
-Subtypes of PH and their treatment

* Other causes of
hypermineralocorticeoidism

* Recent insights on pathogenesis of PH
and future directions

Endocrine hypertension

Elevated creatinine
Abnormal urinakysis

Primary renal disease

Drug induced

-QCP

-Anabolic steroids Mew BP elevation
-Tyrosine kinase inhibitors  Temporally related to
VEGF blockade EXposure

-Cocaine methylphenidate

-Calcineurin inhibitors

Venlafaxine

Primary hyperaldosteronism (PA)

Why is it important for the clinician?
‘PA : most common cause of 2ary
hypertension (5-10% hypertensives)
‘PA provides clinician with unique
opportunity - to either cure
hypertension / use targeted
pharmacotherapy
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Clinical clues for endocrine hypertension
Pierre Bouloux UCL

Hyperaldosteronism

+ Compared with age, sex and BP matched
patients with EH, PA patients have an
increased risk of cerebro-and

cardiovascular morbidity and mortality

(ManTezene 1 al 2018 Mestésa et al 2013)

+ Structural and functional renal
abrormalities (Rasss et ol 2006 Sechi gt ol 2008)

* Metabolic syndrome o e o0

Left Ventricular Dysfunctien in Patients With Primary
Aldosteranism: A Propensity Score-Matching Follow-
Up Study With Tissue Doppler Imaging.

Chang YY

The patients with primary aldosteronism
had worse LV diastolic function than the
patients with essential hypertension after
propensity score matching, and this could
be reversed af ter adrenalectomy,
suggesting that aldosterone excess may
induce LV diastolic dysfunction.

J Am Heart Ass 2019

ACTIOMS OF ALDOSTEROME OM DISTAL
CONVOLUTED TUBULE

Tubular fumen i Pood
Prncpal cesd .
Enal |
Mt ————a o _L,._E
Y R i - =
e fwre
ROME 4 — K RPN i
K+ Tﬂﬂ’ Inbercalated call

e H.}. (% Hm’il
— e S < oop e Ho © ‘T’ !

Aldosterone impairs coronary adenosine - mediated
vasodilation via reduced functional expression of
Ca2+-activated K+ channels.

Khgn M et al

Elevated aldesterone impairs coranary
adenosine-mediated vasodilation, an important
cardioprotective mechanism. This aldosterone-
induced impairment involves reduced adenosine
AZ2A, not AZB, receptor-dependent vasodilation
associated with downregulation of coronary KCa

channels and does not involve altered adenylate
cyclase/cAMP signaling.

Ao J Prrysiol Heart Circ 2009
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Effect of aldosterone on mineralocorticoid
receptor

[T - B —r—

¥ = .
.._

"o k1
E== L
e ?wf.a.%—...
a a K

Potassium

* Causes membrane depolarization and
opening of voltage dependentL and T
type Ca® channels — 1 [Ca® ] —
activation of calmodulin and CaM kinases

* Increases transcription of CYP11B2

- Aldosterone secretion stimulated by and
exquisitely sensitive 1[K']

+ Acts synergistically with AIT to
regulate aldosterone release

ACTH

+ ACTH — increases adrenal blood flow

* ACTH acutely increases aldosterone secretion
via cAMP1, and protein synthesis-independent
mechanisms, invalving macrophage derived
factor, steroidogenésis-inducing protein and
calmidazalium

. also release aldesterone via endathelin
and 5-HT from mast cells (cause of low renin
EH?)

* Chronic ACTH downregulates AIIR _
expression, therefore | aldosterone secretion

- POMC KO mouse has | aldosterone

El

-

Sory

aldosterone

Clinical clues for endocrine hypertension
Pierre Bouloux UCL

Aldosterone and acid-base
balance

Stimulation of Ma* uptake — negative lumen
potential (€1} - K/ H secretion

Direct stimulation of H* secretion in cortical
and medullary segments of CD by 1activity of
H* pump and CI?I?ICD;' exchanger

Stimulation of K* secretion—+ K* depletion
stimulation of ammonia synthesis — | distal
buffer delivery — 1 luminal pH in CD—
stimulation of H* secretion

Effect of serum potassium on AIL
stimulated aldosterone release

K"4.0

im

| - K3E

concentration

All concentration

Step 1. When to consider testing
for PA

ertension » hypokalaemia (only 30% low K):
meﬁc -induced ahaloemio g

» Resistant hypertension (3 drugs and poor BF

contral)

+ Adrenol incidentalome + hypertension
* Onset of hypertension «30ya
+ Severe hypertension (»160mmHg / *100 mmHg

diastalic)

« Hypertensicn with sleep apnoea
= Hypertension with FH

Hypertension with FH early-onset hypertension /
cerebrovascular accident at young age (<40 years)

= All hypertensive first-degree refatives of patients

with primary aldosteronism
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Step 2. Case-detection testing

- 08.00-09.00 blood sample in seated
(ambulant) patient

- Plasma aldosterone concentration (PAC)

- Plasma renin activity (PRA) or plasma
renin concentration (PRC)

What if the patient is on multiple drugs

for hypertension?

Step 2: Case detection

+ Initial testing in the seated ambulatory

patient at 8-9am:
- PRA (<lng/ml/hr)
* PRC below detection limits
- Aldosterone concentration (>15ng/dl:

416pmol/|, but may be as low as 10ng/dl

: 277pmol/l)
+ PAC/PRA ratio »30ng/dL per ng/mL/hr

(>555pmol/L per ng/mL/hr):normal 4-10

Confirmatory testing -autonomy of
aldosterone secretion

* Mot required when patient hypokalaemic, with
undetectable PRA, and PAC »20ng/dL
+ Inother patients, either
+ = sodium loading (10g/day for T2h): UNa* should »
200mmol, and HA suggested by urine aldosterone
*33nmaol/day :replace K to maintain normokalaemia
or

+ Sagline infusion (2L ever 4hours, 8-12am): PAC should

fall «Sngsdl (138pmal/1) normally, but in HA, value
#10ng/dl (+277pmal/l): 30% false negative

Most antihypertensive drugs can be

continued!

- Beta blockers J

- Diuretics

- Calcium antageonists J

- ACE inhibitors ,/

- ARBs ,/

- Renin inhibitors

- Alpha blockers

- Adrenergic neurone blockers ./

- Spironolactone, eplerinone,
amileride/triamterens

&

Drug interference

Spironolactone / eplerinone, May
elevate PRA, reducing utility of ratio.
Exception: if K low on Rx, and renin still
suppressed, proceed with case
detection testing, confirmatory testing
/AVS on treatment. If renin not
suppressed stop drug for 6W and re-
test.

Step 4 - PA subtype testing

Unilateral adrenalectemy in pts with
aldosterone-producing ndenoma (APA)
inormalization of K* in all: hypertension is
improved inall and cured in 30%

« InIHA, unilateral or bilateral adx seldom

corrects hypertension. IHA usually treated
medically

* For those patients in whom surgery

contemplated (surgical cure), the accurate
distinction between the subtypes of PAis a
critical step



Clinical clues for endocrine hypertension

Pierre Bouloux UCL

Subtypes of primary hyperaldosteronism Other causes of

- Bilateral adrenal hyperplasia -IHA : 65% i icroidi
+ Aldosterone producing adenoma APA:30%
* Unilateral adrenal hyperplasia (1%)
+ Familial hyperaldestercnism (I-IV) + Adrenal carcinoma (corticosterone producing)
- Type 1: glucocorticoid remediable - CAH : 11p-hydroxylase deficiency
- Type II: germline mutation in chloride channel 17a-hydroxylase deficiency

(CLCNZ) + Mixed cortisol/aldosterone secreting lesion
- Type IIL:germline mutation in K+channel (larger, about 10%)

subunit KCNTS
- Type IV:germline mutation in CACNAIH,

encoding alpha subunit of an L-type voltage-

gated calcium channel

APA ~ i Radiological

appearance of APA

- Accounts for 35% of cases
= Lesions <2cm diameter
- Well- defined capsule

* Microscopically clear lipid-filled cell
resembling a zona fasciculata cell

Hypartension and hypokalaemia

Endocrine society guidelines R e
Possibis 175 HA T AT HA unifiedy
* 'We recommend that , when surgical | ot vt g0 3 .
treatment is practicable and desired by pr AR S i
the patient, the distinction between Abcigalsrone
unilateral and bilateral adrenal disease 17 HA contrmes rowsised 2
be made by AVS by an experienced AT
radiologist’ el | EML
bt Ecutrcal micrmacrancdulas
“"Dl? | disease 2
AFR Adrens | PAC< Z80pmall
| a8 .
B & Madical Treatmani
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Clinical clues for endocrine hypertension

Pierre Bouloux UCL
: Commaon sense exceptions to
AVS sampling Endocrine society PApgufdelines
» Cortisol (adr.v) to cortisol (peripheral) " AR cliincal prelotype mrﬁ%‘ﬁﬂmﬁcﬁfﬁg 5
ratie:1.3-2 if no synacthen infusion, but not needed
»3 if synacthen infusion used : l?m]::;:.ol-d g
+ Aldosterone level from each adrenal + Regulor menses. o Nesutiam/acni, wt stable
vein normalised to cortisol -6 oS e R T N )
{AURﬁV;cURAV} M:mr: well, not Cushingeid, Mar 143mmoifl, B+ 3.2mmald] Cr
« Lateralization index (LI): one side is s ot Reaneh R Ol
divided by the other. LI>4 compatible “HACIA ) R

with unilateral source of aldosterone

Adrenal venous catheter in diagnosis of HA
1435 6450 ,ymuume
| f 208

PRI
#ab0 [ |
h | I
\ I e
s ..*‘ il; .|'?_':. -"I. p—
4 : B
i b [ 4 § 3
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(A), ngidL | (C), pgldL Hrpand 8 K
Bophg st wns! 3 idoanarort-ti reTe L e
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Is metomidate PET-CT
superior to adrenal venous
sampling in predicting outcome
from adrenalectomy in
patients with lary
hyperaldosteronism?

1 -
§ 25 : &
2 20
s . -
g N ; i.. * g -
B -
"3E g f; &2 & 3@ if
Eg g* §§ EE 2 EE g

Primary unilateral adrenal

hyperplasia

+ Biochemical features resemble APA

* PRA |, aldosterone 1

+ BPT, K+|, HCOS 1

+ No increase or decline in aldosterone
with upright posture (ie ACTH
entrainment)

* Elevated levels of 18-OH-cortisal and
18-oxo-cortisol (between GRA and APA)

+ Treatment by adrenalectomy
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Glucocorticoid remediable
aldosteronism

+ Autesomal dominant; <3% of HA
« Early onset severe/refractory hypertension

+ Chimeric gene duplication resulting from
unequal cross over between homologous 11[-
hydroxylase (CYP11B) and aldosterone
synthase (CYP18)

*+ B coding CYP18 comes under CYP11B promoter
— ectopic secretion of aldesterone in ZF
under ACTH regulation

* Raised urinary 18-OH cortisol
+ Treat with HC 10-12 mg/m?, or spironolactone

Plasma and urinary 18-OH
cortisol in diagnosis of HA

* Both plasma and urinary 18-OH cortisol raised

in APA and GRA (except in ALT responsive

APA)

In GRA, both plasma and urinary 18-0H

cortisel grossly raised

+ In IHA levels largely within the reference
range

+ 18-0OH cortisol intermediate in level in PUAH

* In 2°Y hyperaldosterenism, 18-OH cortisel
levels may be grossly raised

Congenital adrenal hyperplasia

11p-hydroxylase deficiency
+ Autosomal recessive

5
%

-
| cortisel, 1 ACTH S _TF
* 1 17a-0H progesterone, by - TR
bOCt R )
+ PRA], aldosterone | _1 Ly
. BPY, K*| HCO3t g P

- Females virilized s MR i
+ Rx Glucocorticoids e
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Increased mineralocorticoid
action

Apparent mineralocorticoid excess (AME)

* Congenital (11p-HSD deficiency)

* Liquorice /glycerrhizinic ingestion
- Ectopic ACTH secretion

» Liddle syndrome

Liddle syndrome

+ Autosomal dominant condition

- BPt, K* |, suppressed PRA, low PAC

* Hypokalaemia responsive to amiloride,
triamterene

+ Mutations in p and y subunits of ENaC,
impairing trafficking of Na* channels

Medical therapy

* Response to spironolactone (50-
200mg/day) expected to have
sighificant impact on BP and correct
electrolyte imbalance

* High doses of amiloride (20-40mg)
required in some patients

* Calcium antagonists useful

* Stop spironolactone 6 weeks before any
lateralization procedure if renin
detectable, and normokalaemic

a
ENaC < V> rvmcugiin,
! ¥

Clinical clues for endocrine hypertension
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Apparent mineralocorticoid
excess

+ Impaired 11p-HSD Type IT (NAD+) activity
* Glycyrrhetinic acid/carbenoxolone also block

this enzyme

+ Cortisol —ff—p cortisone in kidney
+ Cortisel binds te MR

BPt, PRA|, K'}, HCOy 1, normal cortisel, PAC|

* Urine cortisal (+ metabolites).cartisone

(+*metabolite ratio) »»1

+ Rx: dexamethasone / spircnclactone

PATHOGENESIS OF LIDDLE s
SYNDROME

L ey mos L

“PROTECSOME |
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Surgical therapy

* Laparoscopic adrenalectomy

+ Treat pre-operatively with
spironolactone for at least 6 weeks

* Predictor of BP response post-surgery

- 30% patients remain significantly
hypertensive, but may respond better
to conventional antihypertensive

+ Mutational analysis of tumour predictive
of BP response to surgery
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Clinical clues for endocrine hypertension
Pierre Bouloux UCL

Cortisol co-secretion

« Patients with APA>1.5cm, atrophic

contralateral gland

Measure baseline serum DHEAS and
09.00 cortiscl after Img overnight
dexamethazone suppression test

+ If autonomous cortisol hypersecretion

documented, cover patient peri-
operatively with stress doses of GC,
and plamnned post-ocerative taper

In APAs that did not have
KCNJ5 mutations....

- ATPIAL: No+/K+ ATPase a subunit 5.2%

ATP2B3: Ca2+ ATPase 16%

« CACNAID : 11% exclusive of KCNJIS

mutations. Voltage-gated calcium
channel (older patients than KCNJ5
mutations, smaller tumours)

+ CTNNBL,

CACNA1D mutations

« CACNAID mutations: 11% of

aldosteronomas ,exclusive of KCNJ5
mutations

+ Associated with smaller tumours,

patients older than those with KCNJ5
mutations.

Treatment of primary hyperaldosteronism with mTORCI

inhibitors (Trish er o TCEM 104201 4703-4704)

= Activity of mammalian t of rapasycin complex 1 (mTORCH)

increased inodrenal = of PA

= Treatment of adrenocortics! cells with mTORE] enhibitors desreases

steroid prodsction proliferation, and increcees apopioss

=  Treatment of mdce with ropamycin significontly decreased plosmea

aldogterane bevels

= /B2 treatment of 12 PA patienis with everolimus signeficanily

decreasid blood pressure {Pe.0%) and encreosed FII'-?"':'\'IJI Pl 301}
but did not decrense aldosterone hevels sige ficanthy al® prominert
]

redisctions in aldogterane seen in 4 path

= Betrospective cohort study- O35 risk reduction i PA dependent on

desuppression of PRA (Hendemer et ol 2018}

Somatic gene alterations in
APA

+ Ion channel mutations

« KENJS — Somatic mutations 40 %

= P

- Larger tumours (27 vs 17mm)

+ Point mutations in /near selectivity filter of
potassium channel KENTS produce increased
sodium conductance and cell depolarization,
triggering calcium entry into glomerulosa
cells, the signal for aldesterone production
and cell proliferation.

KLMTS somatic mutation as predictor of hypertension
remission after adrenalectomy for unilateral primary
hyperaldosteronism

L Wiile ot ol JOEAT 200 1040 10% #30E-ST02

+ KCNT5 mutations identified in 33/76
tumours (p.Gly151Arg n=17; p.Leul6B8Arg
n=15;p.Glul45GIn n=rE

* Hypertension remission in 37%

+ Somatic KCMNJ5 mutations associated with
female sex (P=0.004), larger nodules
EP:D.DDI} and hypertension remission

P=0.0001)

= In multivariate analysis, only a somatic
KCNJT5 was independent predicter of HT
remission after adrenalectomy (P=0.004)
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Clinical Approach to the Patient with Obesity
Barbara McGowan

Exclude endocrinopathies: Cushing's
Syndrome

Faclsl appearance:
Rounsd plathoric COMpienion, Bone, hinutssm, thirming
o scals haer
‘Waight gain:
Thancal olsdily, tulas ramg, supraciavicuiar el pad
Sion Changes:
e e Ty Yo
Promingl musche weaknsss
Maood disburbances
Lk, dheprmmaion, imsmnia, papehusin

Menstisal Cisturbances
Levar lisisda and ED
] Gaowth aresd In chilidren —
Cushing's Syndrome Cbesity Is assoclated with multiple co-morbidities

Metabolc, Mechanical

- e
i = T | —_— Crverweight and obesity are assoclated with increased risk of at least
B 13 differant typos of cancer
e o Edmonton Obesity Staging System (E0OSS)
S o By SR e L stage 2
REWVIEW

A proposed clinical staging system for obesity
ALE Sharres | end BE Budwer
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EOSS predicts mortality at every level of BMI
MHAMES III
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Assessment: Psychiatric disease
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asoden
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Clinical Approach to the Patient with Obesity
Barbara McGowan

King's obesity staging score
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SCREENING TOOLS

Task list for a Tier 3 service Yot e |
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Case study: MRS X
= OVE height 1.63, weight 123 kg, BMI 46.5
+ Abdominal circumference 9% cm
= Acanthesis nigricans
= Mo evidgence of cortisol oucess
« Cardigwascular, respiratory examanation, abdeminal examination-scar
= HAD score 14742
« Epworth score 57214 (STOP-BANG score)
= FIB=3 score > 2.0-at risk of liver fibrosis
]

Case study: Mrs MW

it 515

Weight 161 Kg. height 151 em, BM1 70,6 (May 2010)
Tope 2 DM (1996)

Maculopatty and retinegathy {2005}

Disberic nepheupathy (2005)

Multidisciplinary Team working in Tier 3
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Caso study: MRS X

= B2y lomake, B8 4605

= Woight gain saned afler fired pregnancy age 2T, has 3 children

= PLOS, postorenopausal, no PV or PR biosd, mo family he breas cances

& Triad distary inerssntons. st 2 sionas with skmmang warld, re-gained: ined orfoiat
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= Works o o PR, bul back pain now an s

* TIOM 3 years ago on metiommn

& D5 on CPAP. 1 years ago

w Phirsigens chobsc i lonmy

e

King's obesity staging score

Case study: Mrs MW
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COAD | 2002
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Clinical Approach to the Patient with Obesity
Barbara McGowan

MW: medication MW: visits to GSTT
= Noverssid 30w s 184 visie sinee July 70027
» lrsslsard 40 umits amy 60 units pm T‘h _
» Ml 500 hd S
* Aupirin T mg Cardivlogy
o Exalepeid 15 mg Sleep medaing
Exye Depuitment
= Frescmide B0 my bxl Chest Medicing
= [hltizrem 150 mg Chstruentcrulugy
* Doxarosin 4 myg od Kner Aswsomert
& Thismam: S0 g bd Lisig Fusction
LSRR Practerica
& Aorvaatin Jivg od Amrstheiic
Physiotherapy

o .

MW: Post-bariatric surgery (gastric sleave)

Mrs MW
il B « Roqres 20

welght chart = Wiound infection post-op
= Weight loss 44 Kg (181 Kg down to 156 kg)
= BMI from 70 down 55.5
* Inguin requirements cosn from > 250 units to 50 wnits
= HbATE B.6%, Mifing ghucoid of 5.7 Ml

- —E
MW: Post-bariatric surgery King's obesity staging score: pre-surgery
= BP HSH
& O eonaiape el CORASORN
» Glopped wing AP
+ Taking Mueltvamed, CAKm ifd ron ipplemaents
& Ireztmdad maanabiy
& Viery graiefid io all of us
|
King's obesity staging score: post-surgery Bariatric Surgery is Life-Changing
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L
o
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Clinical Approach to the Patient with Obesity
Barbara McGowan

Signs nutritional deficiencies

Patient's expectations

= ldentify
« Discuss

& Agree commaon goals

Ve
Sl Bl

Learning points:

Thonough wesghl hestory exclude genelic couses)sndocrnopathies

BN ess usehul af indkddual leved- use waist croumfenence/account for etfnic
ifTarandng

= Assossment of complications- use rish scones eg King's obeaity slaging criberia
of EQS3 W siraiy fisk

Canedul aesastmant of peychiniric problams

= Lisa scores b0 help with risk eg BARNG-STOP for 354, FIB-4 for lver disenss

* Rorassess afler mtervention of Meshylo!pharmascothorappisurgony

Careful assetement of symploms and sigrs post-mmetabalic surgeny
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New Diabetes Drugs on the Horizon
Robert Zimmerman MD

Efficacy of Oral Semaglutide

Adverse Events Oral Semaglutide Dosing
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New Diabetes Drugs on the Horizon
Robert Zimmerman MD
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New Diabetes Drugs on the Horizon
Robert Zimmerman MD

Change in HbA1c over 41 days Effect of MEDI0382 on Fatty Liver
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Adverse Events
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LY3298176 Structure
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Study Design
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Baseline Characteristics

Effect of LY3298176 and Dulaglutide Mean Change in
HbAlc from Baseline
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New Diabetes Drugs on the Horizon
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Effect of LY3298176 and Dulaglutide on Weight [(Kg)

% Patients Achieving = 5, 10,15 % Weight Loss

| Iii fzﬂlm.}l_.

Eamcsl HARK W3 JT-83 Parapd 301 S M-

Adverse Events

Pl TR ey (VRN pmg YRS
i -

s a1 wealkn
— Glucokinase acts as a glucose sensor in the pancreas and
a glucose processor in the liver,
i has a contral role in glucose homoeostass.

— Dorzagliatin is a mew, dual-acting, allosteric glucokinase
activator that targets both pancreatic and hepatic
glucokinases

In humans it provides effective 24-h glycaemic contral and
improves glucosa sensitivity in patients with type 2
diabetes.
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Conclusion LY3298176

Cleveland Clinic Diabetes Center
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ANALISE DA GLICEMIA E DAS MEDIDAS PRESSORICAS EM MORADORES
DE RUA DO RECIFE

Autores: FERREIRA NETO, O. C.; ALBUQUERQUE, L. J. V.; OLIVEIRA, L. M. S.; ROCHA, ]. P;
PIMENTEL, T. J.; SIQUEIRA, V. M.; LIMA, M. E.

Instituicao: Universidade Catolica de Pernambuco (Recife-PE), Universidade de Pernambuco (Re-
cife-PE) e Faculdade Pernambucana de Saude (Recife-PE)

Resumo

Introdugdo: Os moradores de rua representam um grupo de individuos desfavorecidos no acesso a
saude (VARANDA, W. et al., 2004). As condi¢oes alimentares precdrias dessa popula¢ao as subme-
tem a necessidade de procurar alimentos com teor nutricional inapropriado (SANTOS, MSN. et al.,
2010). Estudos revelam um percentual superior de mortalidade cardiovascular quando comparado
a populagao geral (BAGGETT, PT. et al., 2018). Por ndo saberem descrever seus sintomas e pela fal-
ta de conhecimentos acerca das doengas cronicas, incluindo diabetes e hipertensao, os moradores
de rua tém necessidades de monitorizacao do seu estado de saude (BERNSTEIN, RS. et al., 2015).

Objetivos: Analisar a pressao arterial e glicemia aleatéria em moradores de rua.

Materiais e Métodos: Foi feita a aferi¢do da pressao arterial (PA) e glicemia por HGT em 76 volun-
tarios moradores de rua, em a¢ao social realizada no centro do Recife. Foram excluidos aqueles que
ndo apresentavam condigoes fisicas ou mentais para tais aferi¢coes ou para responder ao questiona-
rio sociodemografico. Os dados coletados foram descritos e foi realizada analise quantitativa das
varidveis numéricas.

Resultados: A média da pressao sistolica foi de 12,3 mmHg e a da pressdo diastélica foi de 8,4
mmHg. Além disso, os pacientes foram divididos pelo grau de hipertensao de acordo com a Socie-
dade Brasileira de Cardiologia, tendo 17 individuos com grau um, 5 em grau dois e 54 ndo hiper-
tensos. A PA minima foi de 90/60 mmHg e a maior foi de 170/100 mmHg. Quanto a glicemia, foi
medida em pacientes com tempo de jejum entre uma e seis horas, obtendo uma média de 84 mg/dl.
Porém, aqueles que tiveram um tempo de jejum acima de seis horas foi obtida a média de 91 mg/dl.

Conclusoes: Observa-se com os dados obtidos que a média da pressdo arterial e da glicemia estao
dentro dos padroes definidos das mais recentes diretrizes, dados que corroboram com as referén-
cias utilizadas para realizar essa andlise. Apesar disso, 0 monitoramento dos pacientes em area de
risco deve ser constante, principalmente por parte da aten¢do primaria.
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APLICATIVO COLESTEROL EM DIA: FERRAMENTA DE OTIMIZACAO NO
MANE]JO DO PACIENTE COM DISLIPIDEMIA

Autores: ARAUJO, B.S.; SANTOS, M.S.S.; BORGES, L.P;

Institui¢ao: Universidade Federal de Sergipe, Sao Cristévao, Sergipe.

Resumo

INTRODUCAO: As dislipidemias sdo caracterizadas por alteracdes no metabolismo lipidico e as
estatinas, sdo os farmacos de primeira escolha no tratamento. OBJETIVO: Desenvolver um aplica-
tivo para dispositivos moveis que sirva como ferramenta para os profissionais de saude, auxiliando
no calculo das fragdes de colesterois, calculo do risco cardiovascular, informando sobre contraindi-
cagdes e sugestdes das melhores estatinas. MATERIAIS E METODOS: Foi realizado um estudo de
revisdo integrativa on-line, visando buscar o que existe nas plataformas de hospedagem de aplica-
tivos moveis na area da saude. Os critérios de inclusao: sdo todos os aplicativos relacionados a area
de dislipidemias e disponiveis para download gratuito, em portugués. Os critérios de exclusdo sao:
aplicativos sem funcionabilidade, ndo relacionados com dislipidemias, nao disponiveis gratuita-
mente e em outras linguas. RESULTADOS: Observou-se na triagem inicial o encontro de sete apli-
cativos com sistemas similares existentes no mercado, todos sdo aplicativos para o sistema Android
e encontrados no Google Play (loja oficial de aplicativos da Google), apesar de todos eles calcularem
o nivel de LDL a partir do colesterol total, colesterol HDL e triglicerideos, nenhum destes fazem
algum tipo de sugestdo de qualquer farmaco. Apds estudos em arquitetura, planejamento, progra-
magcao e modelagem, obtivemos o desenvolvimento do aplicativo “Colesterol em Dia®, registrado
em INPI BR 51 2017 001083 8 que por meio de algoritmos baseados na literatura, libera os resul-
tados das fracoes de colesterdis e indica qual a percentagem necessaria para redug¢ao ou aumento
dos parametros (HDL-c) e qual o risco cardiovascular do paciente. Nao obstante, o sistema sugere
ao clinico qual a melhor estatina a ser utilizada no tratamento, plotando trés opg¢des de escolhas
(ouro, prata e bronze). CONCLUSAO: o grupo de estudo conseguiu desenvolver um aplicativo que
serve de ferramenta clinica para melhorar e facilitar os calculos derivados do lipidograma, com
informagoes cruciais, embasados na literatura cientifica para o uso racional de medicamentos, o
que contribui com a diminui¢ao dos efeitos colaterais e melhora na adesao terapéutica, e por fim,
podendo colaborar com a qualidade de vida do paciente.
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ASSOCIACAO DE ACIDO ASCORBICO (VITAMINA C) E MELHO-
RA DA ABSORCAO DE LEVOTIROXINA EM PACIENTE POS-BARI-
ATRICO: RELATO DE CASO E REVISAO DA LITERATURA

Autores: GOES, PR.M.

Instituicio: GASTROCLINICA, JEQUIE-BAHIA

INTRODUCAO: O hipotireoidismo é uma patologia endécrina muito comum e tem como prin-
cipal tratamento a reposi¢ao de levotiroxina (LT4). A LT4 é uma substancia com faixa terapéutica
estreita e administrada em pequenas quantidades (microgramas - mcg), tornando sua absorgao
extremamente sensivel. A cirurgia baridtrica vem sendo cada vez mais utilizada como estratégia
terapeuta para a obesidade, porém leva a mudangas no funcionamento gastrointestinal que podem
repercutir na redugdo da absor¢dao da LT4. OBJETIVOS: Relatar o caso de paciente pds-bariatrico
cursando com ma absor¢do de LT4 que teve reversdo do quadro apds o uso associado da LT4 com
acido ascdrbico, fazendo uma revisdo da literatura sobre as evidencias e informacdes dessa con-
duta. MATERIAL E METODOS: Os dados relevantes foram coletados usando os bancos de dados
MEDLINE e PubMed com as palavras-chave “levothyroxine”, “absorption” e “vitamin C”, de forma
ampla e irrestrita. Devido a heterogeneidade dos estudos, nenhuma analise estatistica foi realizada.
A paciente concordou com o uso/divulga¢ao (em total anonimato) de sua histéria clinica, ratifican-
do tal autorizagao em TCLE. RESULTADO: SLS, 29 anos, natural e procedente de Jequié-BA, vem
encaminhada ao servigo de endocrinologia para acompanhamento de hipotireoidismo refratario a
doses elevadas de LT4 e seguimento ap6s cirurgia bariatrica. Diagnostico de hipotireoidismo em
2014 em avaliagao laboratorial nao direcionada. Realizou cirurgia de gastrectomia vertical (“Slee-
ve”) em novembro/2018 para tratamento de obesidade (na ocasido com 111,5kg), sem relatos in-
tercorréncias ou complicagdes cirtrgicas. Na primeira consulta (17/04/19), pesando 86 kg, em uso
correto 200 mcg/dia de LT4, com importante queixa de astenia e apresentando TSH 311 microUI/
mL e T4L 0,00 ng/dL. Devido a alta relagao dose/peso associou-se junto ao uso da LT4 500mg de
acido ascorbico. Em 26/06/19 paciente retorna pesando 77,6kg, com TSH 0,05 microUI/mL e T4L
1,74 ng/dL, sendo reduzida dose de LT4 para 150mcg/dia. Em 27/09/19 retorna com 73kg, TSH
0,076 microUI/mL e T4L 0,72 ng/dL. CONCLUSOES: A adi¢io de 4cido ascorbico pode ser uma
estratégia valida em pacientes pos-baridtricos com hipotireoidismo e que cursam com TSH elevado
a despeito de elevada relagdo LT4/peso.

181



182

P004

ASSOCIATION OF TYPE 2 DIABETES AND CARDIOVASCULAR RISK FAC-
TORS IN OLDER WOMEN
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Resumo

Introduction: The aging of the population and the increase in life expectancy, there have been chan-
ges in the epidemiological profile of the population, with the predominance of non-communicable
chronic diseases (NCDs), specific to older age groups, increasing the need for knowledge of risk
factors affecting the prevalence of age-associated NCDs. In this context, nutritional status plays an
important role in the population’s quality of life and health. On one hand, obesity has been consoli-
dated as a nutritional problem associated with the high incidence of NCDs, such as cardiovascular
disease, cancer, and diabetes, thus influencing the morbimortality profile of populations.

Objective: The aim of this study was to evaluate the association of type 2 diabetes and cardiovascu-
lar risk factors in elderly women attending a gerontogeriatric unit.

Material and Methods: There used a database of patients treated from January to July 2011 which
is represented by the Elderly Care Center of the Federal University of Pernambuco, correspon-
ding a total sample of 182 elderly, approved by the Ethics Committee (number 0399.0.172.000-11).
There was collected socioeconomic, demographic and anthropometric data such as weight, height,
body mass index, waist circumference. The presence of cardiovascular risk factors were evaluated:
hypertension, diabetes mellitus, hypercholesterolemia and lifestyle data such as smoking, physical
inactivity and alcohol consumption.

Results: The 76.4%, 78.3 and 63.2% of the sample were diabetic, hypercholesterolemic and hyper-
tensive respectively. Regarding nutritional status, 61% of the elderly were overweight and 92.3%
inadequate waist circumference. Significant association was found between Diabetes Mellitus and
Systemic Arterial Hypertension (p <0.001).

Conclusions: Given this, considering the increasing prevalence of nutritional disorders in the elder-
ly, it is essential to know the metabolic changes and changes in nutritional status that occur in this
population. The rapid pace of the population aging process, the greater tendency towards sedentary
lifestyle and inadequate eating habits all contribute to the increasing levels of incidence and preva-
lence of factors associated with cardiovascular disease.
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ATYPICAL PRESENTATION OF OCULAR INVOLVEMENT IN MYASTHENIA
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Resumo

INTRODUCTION: Myasthenia gravis (MG) is an autoimmune disease of the neuromuscular junc-
tion in which circulating antibodies cause fluctuant skeletal muscle weakness. In ocular MG, va-
riable ptosis and ophthalmoparesis occur. Diplopia or ptosis is present at the onset of MG in up
to 70% of patients, and does not have a predilection for a particular extraocular muscle. Graves’
disease (GD) is an immune system disorder that results in the overproduction of thyroid hormones
(hyperthyroidism). Although a number of disorders may result in hyperthyroidism, Graves disease
is a common cause. In the GD, ocular involvement occurs with proptosis, hypertrophy of the ocular
musculature, lagophthalmos, exophthalmos and palpebral retraction. OBJECTIVE: To describe an
atypical presentation of ocular involvement in a patient with MG and to show the differential diag-
nosis with Graves’ disease. CASE REPORT: A 72-year-old woman presented bilateral ptosis, impor-
tant exophthalmos, diplopia and deficit in left eye abduction. There was no eye pain. In addition,
she had fatigability for 9 months. Research for Graves” disease demonstrated negative anti-TPO
and TRADb results. TSH, free T4 and T3 levels were normal. Contrast-enhanced magnetic reso-
nance imaging (MRI) of orbits showed signs of pronounced proptosis associated with a significant
increase in extraocular musculature. Investigation for myasthenia gravis was realized and showed
negative anti-acetylcholine-receptor antibody, positive “ice test’, normal members electromyogra-
phy, but a 46% decremental response to the 3Hz repetitive nerve stimulation test in eyelids elec-
tromyography, which was compatible to ocular MG. The diagnosis was performed and the patient
had a good response to the use of pyridostigmine and low-dose oral prednisone. CONCLUSION:
This case illustrates an unusual ophthalmic alteration of Myasthenia Gravis due to idiopathic orbital
inflammatory disease that had Graves’ disease as differential diagnosis.

183



184

P006

AVALIACAO DA INTELIGENCIA EMOCIONAL EM PACIENTES COM DIA-
BETES MELLITUS TIPO 1
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Resumo

INTRODUCAO: O diabetes mellitus (DM) ¢ classificado como uma doenca metabdlica, com pre-
senca de hiperglicemia persistente, devido a problemas na secre¢do e/ou agdo da insulina. Vale
constar que é de suma importancia aprender a lidar com as exigéncias do cuidado para manter os
niveis glicémicos na faixa do intervalo terapéutico. OBJETIVO: Esse estudo tem por objetivo ava-
liar se o perfil da inteligéncia emocional em pacientes com DM1 tem relagdo com a baixa adesdo
terapéutica. MATERIAIS E METODOS: Trata-se de um estudo descritivo qualitativo realizado no
Centro de Atengdo a Satide de Sergipe (CASE) com 16 pacientes em uma faixa etaria de 9 a 22 anos,
em uso do sistema de monitoramento continuo de glicose. Os dados foram coletados no més de
junho de 2019, utilizando-se o questionario de avaliacao da inteligéncia emocional, adaptado de
Mayer, J. D.; Salovey, P;; Caruso, D., & Sitarenios, G. (2003). O questionario continha 15 perguntas
com pontua¢do minima de 1 ponto e maxima de 5 pontos, para analisar as cinco dimensdes pro-
postas pelos autores supracitados, como: autopercep¢ao, autoexpressdo, interpessoal, tomada de
decisdes, gerenciamento de estresse. Os critérios de inclusdo sao: pacientes que concordaram em
responder o questiondrio e assinando o TCLE e os critérios de exclusdo consistiram em pacientes
ausentes e que se negaram a participar. RESULTADOS: Em relagao a autopercep¢ao: 19% tem mui-
ta consciéncia das suas emogdes, 56% tém uma boa autopercep¢do e 63% gostam de si mesmos.
Sobre autoexpressao: 31% tém muito foco e metas, 19% sdo muito independentes e 44% expressam
muito as emogdes. Em relagdes interpessoais: 38% tém otimas relagdes, 31% tém muita respon-
sabilidade social e 63% tém muita empatia. Sobre as tomadas de decisdes: somente 6% controlam
muito bem os impulsos, 19% solucionam muito bem os problemas e 63% conhecem sua realidade.
Segundo ao gerenciamento de estresse: somente 13% sao flexiveis, 44% ¢ muito tolerante ao estresse
e a dor, e 50% sdo otimistas. CONCLUSOES: Observamos que é necessdrio um apoio psicoldgico
especializado com atendimento mais humanizado, educa¢do em diabetes com foco no aumento da
autoestima, otimismo, flexibilidade e escuta ativa, incentivando a expressdo emocional dos pacien-
tes e também apoio aos familiares do mesmo pela equipe de saude.
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BENEFICIOS DOS ANALOGOS DO GLP-1 ASSOCIADO A INSULINA DE-
GLUDECA NO QUADRO CLINICO DE PACIENTES COM DOENCA RENAL
CRONICA: UM RELATO DE CASO

Autores: FIGUEIREDO, N.B.; BARACHO, M.M.; PACHECO, M.E.M.; BARROS, A.S.

Institui¢do: Universidade de Pernambuco (UPE), Campus Garanhuns - PE

Resumo

Objetivos: Relatar caso de paciente, portador de Diabetes Mellitus tipo 2 (DM2) e Doenga Renal
Cronica (DRC), que apresentou melhora na glicemia e redu¢ao do peso corporal e da microalbu-
minuria ap6s uso de insulina degludeca/liraglutide. Material e Métodos:

Revisdo dos dados coletados nas consultas ambulatoriais realizadas no periodo de Agosto de 2018
a Marco de 2019 em Garanhuns.

Resultado: E.A.G, sexo masculino, 50 anos, portador de DM2 ha 12 anos, HAS, dislipidemia e
DRC em estagio IV. Histérico de nefrectomia direita aos 14 anos. Fazia uso de Valsartana 320mg/
dia, Furosemida 40mg/dia, Rosuvastatina 20mg/dia, Ciprofibrato 100mg/dia e insulina Glargina
30Ul Ao exame fisico apresentou: Indice de massa corporal (IMC) 33,6 e Pressio Arterial (PA)
120x80mmHg. Trazia exames laboratoriais: GJ: 157 mg/dl HbAI1C: 8,8% Cr: 4,3 Ur: 159,1 CICr:
30,23 Microalbuminuria: 3,439 mg em 24 hrs, K: 5,5 mmol/L. Solicitado mapa glicémico que mos-
trou disglicemias e pico de 321 mg/dl. Foi decidido suspender insulina Glargina e iniciar Deglu-
deca/Liraglutide 16 Ul/dia. Posteriormente, paciente evoluiu com pico maximo de 140 mg/dl e
negou episddios de hipoglicemia. 5 meses ap6s a primeira consulta, paciente retornou sem queixas,
referindo bom controle glicémico, apresentando IMC: 32,2. Exames laboratoriais apresentados: GJ:
110,28 mg/dl HbA1C:5,9% Cr: 4,56 Ureia: 181,5 CICr: 27,27.

Na ultima consulta de 2019, apresentava IMC - 30,4. Os novos exames laboratoriais foram: GJ: 81,2
mg/dl HbA1C: 6,4 % Cr: 3,5 Ureia: 146,41 CICr: 33,57 Microalbumintria: 0,513 mg. Pesquisas
vém sendo realizadas com essa droga combinada comparando com o uso das drogas isoladamente.
Foi verificado que a redu¢ao média na HbA1c foi -1,9% com insulina degludeca / liraglutide em 26
semanas de tratamento, -1,4% com insulina degludeca e - 1,3% com liraglutide no mesmo periodo.
Nosso paciente apresentou redugdo de 2,4% em cerca de 29 semanas de uso. Em relag¢ao a perda
ponderal, a insulina degludeca / liraglutide foi associada com peso de 0,5 kg, enquanto a insulina
degludeca com ganho de peso de 1,6 kg e liraglutide com perda de 3 kg do inicio da terapia até a 26a
semana. O paciente relatado teve uma perda ponderal de 10 kg e redu¢ao consideravel de microal-
buminuria ao associar a medicac¢ao a atividade fisica e acompanhamento nutricional. Conclusdes:
A combinagdo da insulina degludeca / liraglutide é aprovada para melhorar o controle glicémico em
adultos com DM2 inadequadamente controlada com os agentes isolados. Tanto a insulina deglude-
ca quanto o liraglutide sdo aprovados para pacientes com DM2 e reduzem os riscos de progressao
da DRC, eventos cardiovasculares, e hipoglicemia.
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BODY COMPOSITION ANALYSIS IN PATIENTS WITH TYPE 2 DIABETES:
PERFORMANCE OF MULTI-FREQUENCY BIOELECTRICAL IMPEDANCE
AND DUAL ENERGY X-RAY ABSORPTIOMETRY EVALUATION

Autores: MAGERO, E R. L.; BANDEIRA, M.E; BANDEIRA, E

Instituicdo: Unidade de Endocrinologia e Diabetes, Hospital Agamenon Magalhaes, Sistema Unico
de Saude, Recife, Pernambuco

Resumo

Introduction: The methods considered “gold standards” for body composition evaluation are Mag-
netic Resonance Imaging and Computed Tomography. The use of Dual X-ray Absorptiometry
(DEXA) is widely accepted and is currently the method of choice, but it has a higher cost and is not
portable, unlike Bioimpedance analysis (BIA), which can be considered an interesting option. Recent
data show that individuals with type 2 diabetes have poorer muscle strength and quality compared
to non-diabetic controls. Objectives and Methods: To evaluate the performance of Multifrequency
Bioelectrical Bioimpedance and Dual X-ray Absorptiometry in the body composition of type 2 dia-
betic patients. This is a cross-sectional analytical study, and the population consists of type 2 diabetic
patients. Results: We studied 105 patients with T2DM (61 men and 44 women), with a mean age of
61.66+8.83 years, and disease duration of 12.00+7.58 years. 70.5% had hypertension, 30.5% neuro-
pathy, 17.1% retinopathy, 19% renal diabetes disease, 15.2% coronary artery disease and 13,3% a pre-
vious diagnosis of heart failure. Multifrequency Bioelectrical Bioimpedance results were as follows:
Fat Mass (FM) in men was 23.03+8.81Kg and 31.43+11.16Kg in women (p <0.001). Fat Mass Index
(FMI) in men was 8.10+2.84Kg/m2 and 12.73+4.32Kg/m2 in women (p <0.001). The percentage of
body fat was 29.21+£6.80% in men and 42.47+7.35% in women (p <0.001). Muscle Mass and Free Fat
Mass (FFM) was 29.86+4.42Kg and 54.43+8.75Kg in men, and 21.89+3.86Kg and 43.18+11.19Kg
in women (p <0.001). SMI and FFMI in men were 10.53+1.06Kg/m2 and 19.16+2.14Kg/m2, and
8.82+1.02Kg/m2 and 17.49+4.09Kg/m2 in women (p <0.001). In the evaluation of sarcopenia, the
SMI index identified a higher prevalence in men compared to women (52.5% x 2.3% - p <0.001).
DEXA results were as follows: Fat Mass in men was 22.47+6.53Kg and 31.33+11.78Kg in women,
and the Fat Mass Index (FMI) in men was 7.98+2.18Kg/m2 and 12.64+4.22Kg/m2 in women (p
<0.001). The percentage of body fat was 29.25+5.45% in men and 41.41+6.81% in women (p <0.001).
Appendicular lean mass in men was 23.29+3.47Kg and 17.24+3.48Kg in women (p <0.001). Baum-
gartner Index in men was 8.27+0.97Kg/m2 and 6.98+1.07Kg/m2 in women, and the FNIH Index
was 0.87+0.10 in men and 0.61+0.07 in women (p <0.001). Concerning the evaluation of Fat Mass
Index and sarcopenia indices by Bioelectrical Bioimpedance and Dual X-ray Absorptiometry there
was a significant statistical correlation in all parameters analyzed: FMI(BIA) x FMI(DEXA) - 0,918
(p<0,001), SMI(BIA) x Baumgartner(DEXA) - 0,835 (p< 0,001), SMI(BIA) X FINH(DEXA) - 0,652
(p< 0,001), FEFMI(BIA) X Baumgartner(DEXA) - 0,345 (p< 0,001), and FFMI(BIA) X FINH(DE-
XA)-0,411 (p< 0,001). Conclusion: Our data showed a high rate of sarcopenia in patients with type
2 diabetes, with a good agreement between the methods used.
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BODY COMPOSITION, SERUM SCLEROTIN AND PHYSICAL FUNCTION
BEFORE AND AFTER BARIATRIC SURGERY: PERFORMANCE OF DUAL
X-RAY ABSORTIOMETRY AND MULTI-FREQUENCY BIOIMPEDANCE ME-
ASUREMENTS.
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Resumo

Introduction: The aim of this study is to determinate the effects of bariatric surgery and weight loss
on serum sclerotin concentrations and its relationship with fat and lean mass. Methods: seventy-
three consecutive patients (36 candidates to bariatric surgery and 37 who underwent bariatric sur-
gery) were evaluated by means of laboratory tests, multifrequency bioelectrical impedance (BIA),
whole-body dual x-ray absoptiometry (DXA), gait speed and hand grip strenght. Results: Mean age
was 42.34 years +- 9.72 years, 35.1% had diabetes preoperative and 16.7% postoperative. The diffe-
rences between preoperative and postoperative groups were as follows: body weight 111.60 +- 17.60
vs 90.34 +- 17.93 Kg, BMI 42.93 +- 5.79 VS 34.87 +- 6.08 Kg/m2, WC 119.97 +- 13.08 vs 100.19
+- 11.62 cm (p<0.001 for all comparisons), and handgrip strenght 31.35 +- 7.07 vs 27.16 +- 9.30 Kg
(p<0.033); SMM-BIA was 31.09 +- 4,61 vs 26.55 +- 4.23 Kg and SMI 12.36 +- 1.22 vs 10.66 +- 1.26
kg/m2, FFMI-BIA was 21.92 +- 1.98 vs 18.91 +- 2.19kg/m2 (p<0.001 for all comparisons); DXA
(Baumgartner index) was 10.87 +- 1.51 vs 9.03 +- 1.47 kg/m2 p<0.001). Fat mass-BIA was 55.49
+- 12.52 vs 36.85 +- 9.61 and fat mass DXA 54.32 +-12.38 vs 35.14 +- 7.55kg (p<0.001 for both
comparisons); total body BMD 1.29 +- 0.10 vs 1.22 +- 0.14 g/cm2 (p=0.03); and serum sclerostin
30.90 +- 31.96 vs 26.91 +- 21.16 pmol/L. Positive correlation was found between BIA and DEXA:
SMI x Baumgartner (r=0.842; p<0.001) and FAT mass x FAT mass (r=0.970; p<0.001). Regarding
the surgical procedures (RYGB and Sleeve VG), weight loss achieved was 46.18 +- 7.68 and 31.11
+- 10.15 kg respectively (p= 0.002). Postoperative gait speed was relatively preserved in SVG com-
pared with RYGB (1.20 +- 0.30 and 0.96 +- 0.19 m/s (p=0.038). Conclusion: Bariatric surgery led to
lower values of lean and fat mass, and grip strenght with no differences in sérum sclerostin concen-
trations. There was a positive correlation between BIA and DXA for fat and lean mass parameters.
Physical performance was better after SVG than in RYGB.
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Resumo

INTRODUCTION: Obesity is a risk factor for several complications, and when occurs simulta-
neously with sarcopenia (SARC) seems to be associated to worse clinical outcomes. Beyond the
metabolic injuries, in the elderly, sarcopenic obesity increases the risk of disability, fall, osteoporo-
sis, fracture and may have a role with low bone mass. However, there are few evidences correlating
obesity, SARC and bone mineral density (BMD) in younger patients. OBJECTIVE: To evaluate
BMD and in obese women with and without SARC preceding bariatric surgery. METHODS: A
cross-sectional study involving 60 obese women in the outpatient care of the Lauro Wanderley
University Hospital between March and September 2018. Body composition was given by bio-im-
pedance (inbody-370), multifrequency (5, 50, 250Hz) with 12 hours fasting, dominant Handgrip
Strength (HS) was evaluated by jamar dynamometer (3 measurements; 30 sec interval) and BMD by
Lunar Densitometer Prodigy Advance. SARC was defined by the association of a low muscle mass
index (weight-adjusted appendicular skeletal muscle mass: ASMM/weight x 100%) and decreased
HS, using as cutoft points the smallest quintile for each variable. The study was approved by the
research ethics committee of the Lauro Wanderley University Hospital - Paraiba. Statistical analysis
was made using the SPSS software, 20th version (IBM Corp., Armonk, NY). RESULTS: The mean
age, weight, body mass index were: 40.75 £ 11 x 39.23 + 8.92 years old (p=0.665), 102.93 + 9.58 x
109.19 + 14.25 Kg (p=0.237), 44.88 + 2.7 x 42.24 *+ 4.79 Kg/m2; with and without sarcopenia res-
pectively. BMD measurements with and without sarcopenia were: L1-L4 BMD: 1.21 + 0.14 x 1.24
+0.16 g/cm2 (p=0.601); L1-L4 T-score: 0.15 + 1.20 x 0.40 * 1.32 (p=0.612); L1-L4 Z-score: 0.40 +
1.22x0.61 + 1.24 (p=0.650); Femoral Neck BMD (FN): 1.08 £ 0.14 x 1.11 + 0.14 g/cm2 (p=0.599);
FN T-score: 0.36 + 1.07 x 0.55 + 1.03 (p=0.628); FN Z-score: 0.90 £+ 0.94 x 1.05 x 0.95 (p=0.673);
Total Femur BMD (TF): 1.18 + 0.14 x 1.16 + 0.16 g/cm2 (p=0.762); T-score TF: 1.36 £ 1.10x 1.1 +
1.2 (p=0.768); Z-score TF: 1.67 + 0.99 x 1.49 + 1.24 (p=0.701). CONCLUSION: There was no sig-
nificant difference between the groups with sarcopenic obesity or non-sarcopenic obesity regarding
the BMD of any site.
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Resumo

Introdugéo: O carcinoma de tireoide é a neoplasia enddcrina maligna mais comum.' A ocorréncia
simultdnea de carcinoma de tireoide e neoplasias malignas primdarias de outros sitios é rara.”> A
associacao entre carcinoma papilifero (CP) de tireoide e CP de células renais encontra-se ligada ao
1q21, sugerindo um gene de suscetibilidade mutante que explicaria a sindrome familiar tumoral.’
Objetivos: Relatar caso raro de CP de tireoide sincronico a CP de células renais em paciente jovem
apresentando pancitopenia. Relato de Caso: Homem, 23 anos, com perda ponderal, sudorese, febre
e presenca de tumoracdo fixa em regiao cervical anterior ha 3 meses. Bioquimica revelava panci-
topenia (hemoglobina: 9,0 g/dL; Neutrofilos: 500/mm?; Plaquetas: 30.000/mm). Ultrassonografia
de tireoide com lesdo sélida de 7 x 5,4 x 4,2cm (TIRADS 5) no lobo esquerdo e linfonodomegalias
atipicas cervicais. Citologia de nddulo tireoidiano com seguinte resultado: tecido tireoidiano tipico,
parcialmente revestido por capsula fibrosa e bidpsia excisional de linfonodo cervical compativel
com CP de origem tireoidiana. Durante estadiamento radiolégico, foram evidenciadas lesdo sélida
em polo inferior de rim esquerdo compativel com CP de células renais e lesdes nodulares de baixa
atenuacao em ambos pulmdes. Procedimentos cirirgicos terapéuticos foram contraindicados de-
vido ao quadro hematolégico. O paciente foi entdo submetido a mielograma com alteragdes ines-
pecificas e biopsia de medula dssea com imuno-histoquimica que apresentou infiltrado linfoide
atipico, com raras células CD30+ e 90% de celularidade. Como evoluiu com melhora espontanea
da pancitopenia ap6s 4 meses do diagndstico, tireoidectomia total com esvaziamento cervical foi
realizada, tendo como histopatologico: tecido tireoidiano difusamente ocupado por CP variante
classica, ndo-encapsulado. Ha invasdo capsular com extensao extraglandular. Ha invasao tumoral
em linfaticos. CP metastatico em 26 dos 45 linfonodos examinados, em 5 ndédulos examinados na
clivagem da traqueia e em 03 nodulos examinados na clivagem do nervo recorrente a esquerda.
Aguarda-se abordagem de lesdo renal em momento apropriado. Programada radioiodoterapia. Se-
gue em vigilancia hematologica. Conclusao: Este relato de caso é pertinente pelo raro diagndstico
concomitante de CP de tireoide avancado e CP de células renais de provavel etiologia esporadica,
ja que nao ha histéria familiar. Adiciona-se ao caso a apresentagdo limitada de pancitopenia grave,
mas auto-remitida criptogénica; sem equivalente relatado na literatura médica.
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CARDIOMIOPATIA DIABETICA: REVISAO DE LITERATURA
Autores: PAFFER, M.T; PAFFER, P.T.; PAFFER FILHO, S.H.
Instituicdo: FACULDADE DE MEDICINA DE OLINDA - OLINDA, PE, BRASIL

Resumo

Introduc¢ao: Diabetes mellitus tipo 2 (DM2) descompensada pode cursar com complicagdes car-
diovasculares, causa mais comum de 6bito. Complica¢des isquémicas, graves e difusas, eram mais
estudadas, porém tem recibo destaque a insuficiéncia cardiaca (IC) do paciente diabético, incluindo
um tipo especifico de acometimento: a cardiomiopatia diabética (CMDM). Metodologia: Revisao
da literatura recente nos principais bancos de dados, como Scielo e EBSCO. Resultados: Pacientes
com IC tém prevaléncia 4x aumentada de DM2; 40% dos hospitalizados por IC tém DM2. Lun-
dbaek relatou que a disfungdo miocardica diretamente causada pelo DM2 era comum, acometendo
2/3 dos pacientes com DM, sendo o primeiro a sugerir uma cardiomiopatia especifica relacionada
ao DM2, corroborada apds por Rubler. Primeiro descrita como fenétipo dilatado com remodela-
mento excéntrico (RE) do VE e disfun¢ao sistolica do VE(DSVE), porém ultimamente descrita com
fendtipo restritivo com remodelagao concéntrica do VE e DSVE, sem serem estagios sucessivos
da CMDM. Estes fenotipos evoluem independentemente para ICFEP ou ICFER. De acordo com
o fenétipo apresentado, o mecanismo fisiopatologico vai envolver disfungdo endotelial microvas-
cular coronariana na ICFEP e morte celular dos cardiomidcitos na ICFER. Existe acometimento
preferencial endotelial ou de cardiomiécitos distintamente dos fenétipos restritivo com ICFEP ou
dilatado com ICFER. O descontrole metabdlico existente no DM, tais como hiperglicemia, lipotoxi-
cidade e hiperinsulinemia, favorece o desenvolvimento da CMDM com fenétipo restritivo/ICFEP,
mais comum em individuos obesos com DM2. Mecanismos autoimunes envolvidos no DM1 pre-
dispoem ao fenotipo dilatado/ICFER. A presenca de rarefagdo microvascular coronariana e depo-
sicdo de produtos de glicolisa¢do final também sao relevantes para ambos fenotipos. Diagndstico
de CMDM confirma-se apds demonstrado metabolismo alterado da glicose e exclusdo de doenga
corondria, valvular, hipertensiva ou congénita, além de outras cardiomiopatias. Conclusdo: O diag-
nostico e tratamento das apresentagdes fenotipicas da CMDM irdo diferir, sendo o restritivo/ICFEP
func¢ao normal do VE e disfunc¢ao diastélica e tratamento limitado ao uso de diuréticos associado
a mudancas do estilo de vida, enquanto o dilatado/ICFER requer DSVE e seu tratamento realizado
segundo as diretrizes de IC.
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CIRURGIA BARIATRICA POSSIVELMENTE ALTERA A RESPOSTA DO EIXO
HIPOTALAMO-HIPOFISE ADRENAL A HIPOGLICEMIA
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R.C.G.; SILVA, M.EA.

Instituicao: Universidade Federal da Paraiba, Joao Pessoa-PB

Resumo

Introdugdo: Umas das suas complicagdes da cirurgia bariatrica é a hipoglicemia reativa. Objetivo:
Este estudo tem como objetivo avaliar a ocorréncia de hipoglicemia hiperinsulinémica pés-pran-
dial e a resposta do eixo hipotalamo-hipdfise-adrenal em pacientes submetidos a cirurgia bariatri-
ca. Material e métodos: Pacientes apds cirurgia bariatrica foram submetidos a aplicagdo de ques-
tiondrio e ao teste oral de tolerdncia a glicose com 100g de dextrosol (TOTG 100g) com dosagens
de glicose e cortisol séricos. Resultados: Os 16 pacientes com testes validos para analise tinham
idade entre 28 e 52 anos, 15 foram submetidos a Bypass gastrico em Y de Roux (BGYR) e apenas
1 paciente a gastrectomia vertical, com tempo médio de 5,3 anos apds cirurgia. Onze chegaram a
niveis de glicemia < 40, 10 deles com cortisol < 18ug/dL durante hipoglicemia. Conclusées: Em
nosso estudo, encontramos niveis de cortisol baixos durante uma situagdo de estresse, a hipoglice-
mia. Assim, levantamos a hipdtese de que alteragcdes no metabolismo adrenal podem ocorrer apds a
cirurgia bariatrica e que uma possivel insuficiéncia adrenal pode estar associada a fisiopatologia da
hipoglicemia apds bariatrica. Os resultados obtidos com esse estudo sao insuficientes para desven-
dar essas relagdes, mas fornecem dados que indicam a necessidade de mais estudos para aprimorar
a discussdo sobre a relagdo da cirurgia bariatrica e o eixo hipotalamo-hipéfise-adrenal.
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COMPARACAO DA RESPOSTA TERAPEUTICA ENTRE AS DOSES DE 30 E
100 MCI DE RADIOIODOTERAPIA PARA O CARCINOMA DIFERENCIADO
DE TIREOIDE

Autores: LEITE, V.; VILAR, L.; BANDRAOQ, S.C.S; LYRA, R.; ALBUQUERQUE, J.L.E; TEIXEIRA,
G.C;
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Resumo

Introdugdo: Estudos recentes mostram um aumento progressivo na incidéncia de Carcinoma Dife-
renciado de Tireoide em diferentes regides do mundo nas ultimas décadas. O tratamento com ra-
dioiodo apds tireoidectomia tem sido alvo de discussdo. Este estudo compara a resposta terapéutica
entre 30 e 100 mCi de radioiodo apos tireoidectomia. Objetivos: Comparar a resposta terapéutica
entre doses de 30 e 100 mCi de radioiodo apos tireoidectomia para CDT, correlacionando com fa-
tores clinicos, laboratoriais e anatomopatolégicos ap6s um ano de acompanhamento. Os objetivos
especificos foram tragar o perfil clinico, laboratorial e anatomopatolégico dos pacientes com CDT,
ja tireoidectomizados submetidos a radioiodoterapia com doses de 30 ou 100 mCi e aferir a influ-
éncia do perfil clinico, laboratorial e anatomopatoldgico na resposta ao tratamento com radioiodo
até um ano de acompanhamento. Metodologia: Foi realizado um estudo de Coorte retrospectivo.
Resgatados os prontudrios de pacientes com CDT que se submeteram a tireoidectomia total e que
receberam radioiodoterapia no periodo de 2011 a 2013 (100 mCi) e 2014 a 2016 (30 mCi). Cons-
truiu-se um banco de dados no programa EPI INFO, e exportado para o software SPSS. Dosadas
a tireoglobulina estimulada com seis meses e um ano apds tireoidectomia. A Pesquisa de Corpo
Inteiro foi realizada apds um ano da cirurgia. Na avaliacdo da resposta terapéutica excelente foi
utilizado o teste do Qui-quadrado e nos casos onde esse teste ndo pode ser utilizado foi aplicado
o teste Exato de Fisher. Resultado e Conclusdes: Foram analisados 349 prontudrios dos pacientes
com CDT ap6s tireoidectomia e que foram atendidos no Servigo de Medicina Nuclear. Apenas 317
receberam radioiodoterapia: 297 pacientes receberam 100 e 20 receberam 30 mCi. A resposta te-
rapéutica excelente foi de 78,8% com 100 mCi e 54,5% para os que receberam 30 mCi. (p = 0,131).
Apds um ano nao houve diferenca significativa na resposta bioquimica e estrutural entre os dois
grupos de diferentes doses e a resposta terapéutica excelente ndo foi significativamente diferente
para os dois grupos.
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COMPARISON OF DIFFERENT RISK-STRATIFICATION SYSTEMS FOR THE
DIAGNOSIS OF THYROID NODULES IN THE BRAZILIAN POPULATION
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Resumo

Introduction: Thyroid nodules are quite common in the population, however, distinguishing malig-
nant thyroid nodules from benign ones constitutes a challenge and ultrasonography (US) is a fun-
damental tool in the diagnosis. Numerous guidelines have been developed to help physicians decide
when it is appropriate to perform fine-needle aspiration (FNA) or follow-up of thyroid nodules.

Objectives: To compare the efficacy of two different ultrasound-based risk-stratification systems in
assessing the malignancy risk of thyroid nodules. Methods: We retrospectively reviewed the US of
314 patients (473 thyroid nodules) who underwent FNA and/or surgery in our hospital between
February 2018 to March 2019. We evaluated the following ultrasound characteristics: size, compo-
sition, echogenicity, shape, margins, calcification or echogenic foci, and extrathyroidal extension.
Each nodule was categorized using two risk-stratification systems: the Thyroid Imaging, Reporting,
and Data System (TIRADS) of the American College of Radiology (ACR-TIRADS) and the Euro-
pean Thyroid Association TIRADS(EU-TIRADS). The diagnostic performance of each risk-stra-
tification system relative to the pathological results was analyzed. We used receiver operating cha-
racteristic curves to identify cutoff values that yielded optimal sensitivity (SEN), specificity (SPE),
positive predictive value (PPV), negative predictive value (NPV), and accuracy (ACC). Results: Of
the 473 nodules underwent only FNA and 332 nodules underwent histopathological too. Agree-
ment between ACR-TIRADS and EU-TIRADS results and between cytology and histopathology
were 92,6% (Kappa = 0,84) and 86,7% (Kappa = 0,73), respectively. The area under the curve (AUC)
of the ACR-TIRADS and EU-TIRADS were 0.825 and 0,871, respectively (p < 0,001). The EU-
TIRADS had the best SEN and NPV, while the ACR-TIRADS had the best SPE, PPV and ACC.
Conclusion: All two risk-stratification systems had good diagnostic performances (AUCs > 82.5%)
and both may be effective risk-stratification system, although its simplest calculation favors the use
of EU-TIRADS.

193



194

P016

COMPARISON OF THERAPEUTIC STRATEGIES IN DIABETIC AND NON-
DIABETIC ELDERLY PATIENTS ADMITTED WITH NON-ST-SEGMENT ELE-
VATION MYOCARDIAL INFARCTION TO A CARDIOLOGY SERVICE
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Resumo

INTRODUCTION: The increased number of cardiovascular diseases as well as acute coronary syn-
drome (ACS) and metabolic clinical comorbidities are frequent in the geriatric population. Diabe-
tes increases the chance of cardiovascular events and worse outcomes in these patients. OBJECTI-
VE: To compare therapeutic strategies between elderly diabetic and non-diabetic patients admitted
with diagnosis of Non-ST-Segment Elevation Myocardial Infarction (NSTEMI). METHODOLO-
GY: Cross-sectional observational study. The sample was obtained by analyzing the medical records
of 97 elderly patients (260 years) admitted to the cardiology ward of a referral hospital in the city
of Recife, from April 2018 to April 2019, with NSTEMI and who had information about whether or
not they had DM. For comparisons of the qualitative variables between DM x Non-DM, Pearson’s
chi-square test was applied. Student’s t-test was used to compare quantitative variables. The assu-
med significance level was 5%, and the analyzes were performed using SPSS v. 21.0. RESULTS: In
the sample, 51.4% were men and the average age was 71.8 years (ranging from 61 to 89 years). 88.9%
of the patients had hypertension and DM was found in 63.9% of the sample. Regarding stratifica-
tion, cineangiocoronariography was performed in 86.5% of the patients with NSTEMI. Myocardial
revascularization was performed in 20% of patients and coronary transluminal angioplasty (CTA)
in 33.7%. Drug treatment as the only therapeutic option was present in 46.3%. We compared gender
between diabetic and non-diabetic patients and was found a higher frequency of women (62.9%
versus 77.1%), p value <0.001. Regarding ejection fraction (EF), there was no statistical significance
when comparing patients with diabetes or not (mean EF respectively 52.15 and 53.77), p = 0.57.
When comparing the invasive strategy and the drug treatment, we found no difference between
those diagnosed with diabetes or not. We assessed outcomes (discharge, transfer or death) and
found similar rates between the two groups. CONCLUSION: Our data demonstrates that invasive
procedures among elderly diabetic patients with NSTEMI are difficult due to arterial aging.



P017

CONGENITAL ADRENAL HYPERPLASIA DUE TO 11 BETA-HYDROXYLASE
DEFICIENCY
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Resumo

INTRODUCTION: Congenital adrenal hyperplasia (CAH) due to 11-beta-hydroxylase deficiency
comprises 5% of all cases. The manifestations disease are similar to those of 21-hydroxylase defi-
ciency. OBJECTIVE: To report a case of congenital adrenal hyperplasia due to 11-beta-hydroxylase
deficiency. CASE REPORT: A girl, 4 years and 7 months, without comorbidities, attended at the
Pediatric Endocrinology Outpatient Clinic, reporting dark hair appearance in the pubic region and
hirsutism. On physical examination, she presented female genitalia, with patent vaginal canal, wi-
thout clitoral hypertrophy and Tanner M1P3 stage, in addition to high blood pressure levels for age.
Tests were performed, showing elevated dehydroepiandrosterone sulfate (103 mcg/dL) and reduced
androstenedione (<0.03ng/ml). Wrist radiography was compatible with advanced bone age (7 ye-
ars). 11-deoxycortisol was measured at baseline and after stimulation with adrenocorticotropic hor-
mone (ACTH), which were positive for the diagnosis of CAH due to 11-beta-hydroxylase deficien-
cy (baseline: 57ng/dL - normal up to 45ng/dL and after ACTH stimulation: 245ng/dL - normal up
to 140 ng / dL). DISCUSSION: CAH is a group of diseases related to enzymatic deficiencies in the
pathway of formation of adrenal steroids. There is a decrease in plasma cortisol and an increase in
ACTH, associated with a trophic effect and consequent hyperplasia. 11-beta-hydroxylase deficiency
is characterized by increased levels of 11-deoxycortisol and deoxycorticosterone (DOCA), imme-
diate precursors of cortisol. In the classic presentation, changes are present from birth, while in the
non-classic presentation, they occur later. Signs and symptoms include virilization, early pubarche,
advanced bone age, infertility, hirsutism, oligomenorrhea, acne, and polycystic ovary syndrome.
Due to the increase in DOCA, hypertension occurs in 50% of affected patients. The diagnosis is
suspected by the presence of hypertension associated with virilization symptoms and is confirmed
by increased 11-deoxycortisol. EVOLUTION: At diagnosis of the disease, oral hydrocortisone was
started at a dose of 10mg / m2 body surface, divided into three daily doses. After 3 months of use,
the patient returned, presenting a reduction in blood pressure levels and reporting stabilization of
the clinical signs of precocious puberty. CONCLUSION: This case illustrates an unusual presenta-
tion of CAH in a child presenting with premature pubarche, systemic hypertension and a compro-
mised final height.
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DIFFERENCES IN RESPONSES TO ORAL IBANDRONATE AND INTRA-
VENOUS ZOLEDRONATE IN HIGHLY ACTIVE NAIVE PATIENTS WITH
POLYOSTOTIC PAGET DISEASE OF BONE

Autores: DANTAS, I.C.NA; DANTAS, R.S.AA; LIMA, L. AA, BEZERRA, L.R.AA, BANDEIRA,FA;

Institui¢do: aDivision of Endocrinology, Diabetes and Metabolic Bone Diseases, Hospital Agame-
non Magalhaes. University of Pernambuco Medical School, Recife, Brazil.

Resumo

Introduction: Paget’s disease is a disorder of bone metabolism characterized by increased osteoclas-
tic activity leading to increased bone remodeling and thereby architectural modifications with the
formation of non-lamellar bone. It is classified as monostotic or polyostotic and the main sites of in-
volvement are vertebrae, long bones of the lower limbs, pelvis and skull. Objective: To describe two
clinical cases of polyostotic Paget’s disease with excellent response following bisphosphonate treat-
ment. Methods: description of the clinical picture and findings in laboratory and imaging exams
in patients followed at the bone metabolism outpatient clinic of Agamenon Magalhdes Hospital
(HAM). Results: Case 1: Male patient, 42 years old, complaining of chronic spinal and hip pain. Had
initial alkaline phosphatase (AF) tests: 262 U / L (25 to 100U / L) and MDP-99mTc bone scintigra-
phy showing areas of diffuse tracer hyperfixation in the right posterior costal arch, T12, L3, sacrum,
sacroiliac joints and in moderately severe iliac arteries - alterations suggestive of Paget’s disease.
Started bisphosphonate (zoledronic acid 4mg / year) with clinical, laboratory and imaging impro-
vement.AF: 38 U / L and bone scintigraphy with no scintigraphic signs suggestive of active Paget’s
disease. Case 2: Female patient, 79 years old, complaining of chronic pain in the spine, right leg, hip
and headache. Had initial AF tests: 1703 U / L, collagen type I c-telopeptide (CTX): 2200 pg / ml
(50 to 450 pg / ml) and MDP-99mTc bone scintigraphy showing areas of diffuse tracer hyperfixation
in the skullcap, bilateral pelvic bones in severe degree and moderate intensity in the right scapula,
vertebra T9,10,11 and right tibia - alterations suggestive of Paget’s disease. Started bisphosphonate
(ibandronate 150mg / month for 6 months) with clinical, laboratory and imaging improvement.
AF: 82U /L, CTX: 422 pg / ml and bone scintigraphy with scintigraphic signs suggestive of mildly
active Paget’s disease. Conclusion: Due to the potential morbidity of this disease, this case illustrates
the importance of early diagnosis and treatment for Paget’s disease remission.



P019

EARLY DETECTION OF LOSS SMALL FIBER NERVE BY PLANTAR THER-
MOGRAPHY IN PREDIABETES
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Resumo

INTRODUCTION: Population-based studies suggest a gradient for the prevalence of neuropathy,
at its highest in patients with manifest diabetes mellitus, followed by individuals with prediabetes
(PD). Patients with PD are defined by the presence of IFG (100 and 125 mg/dL) and/or IGT (OGTT
levels between 140-199 mg/DIl) and/or A1C 5.7-6.4%. Prediabetes also is associated with obesity
(especially abdominal or visceral obesity), dyslipidemia with high triglycerides and/or low HDL
cholesterol and hypertension. The aim of this study was to investigate the characteristics of pre-
diabetes-associated small fiber neuropathy using plantar thermography. MATERIALS AND ME-
THODS: Subjects Individuals aged between 40 and 60 years were evaluated into prediabetics group
(n = 15). Prediabetes were defined according to the American Diabetes Association criteria. Plantar
Termography: The camera for thermal images was a FLIR C2. The protocol for infrared images
followed the recommendations of the American Academy of Thermology. RESULTS: Fifteen wo-
men, 40- 60 years old (mean 51.8 years + 5.9) diagnosed of prediabetes and the average diagnostic
time was 10 months. Most of subjects (53.3%) were treated with diet and Metformin. Two subjects
(13.3%) reported change in Utah score in Deep tendon and large fiber exam. Six subjects (40%)
reported significantly alteration plantar foot temperature in plantar thermography. There were no
adverse events. CONCLUSION: The results of pilot study suggest that plantar termography proved
useful in the early diagnosis of diabetic neuropathy, particularly the small fibers that are commonly
associated with a sub-clinical condition.
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EFEITOS DO MONITORAMENTO CONTINUO DE GLICOSE (MCG) NA ME-
LHORIA DOS PARAMETROS CLINICOS DE PACIENTES COM DIABETES
MELLITUS TIPO 1 (DM1) DESCOMPENSADOS
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Institui¢ao: Universidade Federal de Sergipe, Sao Cristévao, Sergipe.

Resumo

INTRODUCAO: O diabetes mellitus tipo 1 (DM1) ¢ uma doenca metabdlica cronica caracterizada
por hiperglicemia persistente, causada pela destrui¢ao das ilhotas beta-pancreaticas. A automo-
nitorizagdo glicémica é um fator indispensavel para um melhor controle da doenga. OBJETIVO:
O objetivo do estudo foi analisar os efeitos MCG sobre o controle glicémico, hipoglicemia (tem-
po em minutos e eventos) e média da Hemoglobina Glicada (HbAlc) estimada. MATERIAIS E
METODOS: O estudo prospectivo foi registrado sob n° 3.446.738 (CAAE: 14555719.7.0000.5546),
realizado no Centro Médico de Aracaju (CEMAR/SE). A pesquisa contou com 25 pacientes DM1
descompensados, que assinaram o TCLE. Foram instalados nos pacientes o sistema MCG de marca
FreeStyle Libre® da Abbott, sendo denominado grupo controle inicial, apds 3 meses de utilizagao
dos mesmos (grupo teste). Os pacientes tiveram os seguintes parametros avaliados: controle glicé-
mico, hipoglicemia (tempo em minutos e eventos) e média da Hemoglobina Glicada (HbA1c) esti-
mada. Critérios de inclusdo: pacientes entre 18 a 70 anos com DM1, descompensados com HbA1c
> 8,0% nos ultimos 3 meses. Critérios de exclusdo: Gestantes; Condi¢des que alterem a HbAlc e
o0s que nao desejam realizar monitoramento frequente. Cinco pacientes foram excluidos. RESUL-
TADOS: O estudo demonstrou em relagdo a média da HbAlc estimada, que houve redugdo dos
valores de 7,98+1,12 para 7,44+1,03 com p=0,01 e IC (95%)= 0,05 a 1,02 sendo a média glicémica
de 138+41,6 mg/dL para uma média de 98,2+32,1 com p < 0,0001 e IC (95%)= 24,9 a 54,7. Em rela-
¢do a hipoglicemia, a média dos eventos era de 20,2+8,18 para 15,75%7,25 (p= 0,0085 e IC (95%)=
0,88 a 8,01), com um tempo (minutos) em média de hipoglicemia de 138+41,6 para 98,2+32,1 com
p < 0,0001 e IC (95%)= 24,9 a 54,7. CONCLUSAO: Este protocolo de uso do MCG demonstrou
uma eficacia na melhoria do monitoramento de pacientes DM1 descompensados, observados pela
reducao da média da HbAlc estimada, média glicémica, eventos de hipoglicemias com redugao do
tempo nestes eventos. Mais estudos sdo necessarios para investigar as redugdes das comorbidades
advindas da DM, podendo consolidar na pratica clinica o uso do MCG como o método de referén-
cia no monitoramento da doenga.
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EFFECTS OF CINACALCET ON CALCIUM AND PHOSPHATE METABOLISM
IN A PATIENT WITH LONGSTANDING AUTOSOMAL DOMINANT HYPO-
PHOSPHATEMIC OSTEOMALACIA
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Resumo

Introduction: Hypophosphatemic osteomalacia (HPOM) is one of the osteomalacia subtypes whose
main underlying pathophysiological mechanism is reduction of serum phosphate levels, either be-
cause of gastrointestinal causes (poor nutritional intake, chronic diarrhea, excessive phosphate bin-
ders) or by renal phosphate wasting. Among the phosphaturic causes, the most common ones are
tumor-induced HPOM, Fanconi syndrome, X-linked dominant HPOM, X-linked recessive HPOM,
autosomal dominant HPOM, autosomal recessive HPOM type 1 and type 2, and hereditary HPOM
with hypercalciuria. The renal phosphate wasting pathogenesis involves increased FGF-23 activity.
The aim of treatment is to improve symptoms, normalize plasma calcium and phosphate concentra-
tions, correct secondary hyperparathyroidism, and to bring serum 250HD within the target range
of 20 to 30ng/mL. Objectives: To describe a case of hypophosphatemic osteomalacia with satisfac-
tory clinical and laboratory improve after treatment. Results: A 57-year-old woman was referred to
our service 28 years ago due to complaints of diffuse bone pain, proximal paresis and difficulty wa-
lking. No familiar history of osteometabolic diseases. Laboratory investigation showed: serum cal-
cium (Ca): 8.5 mg/ dL (RR: 8.4 to 10.2); albumin (Alb): 3.9 g/ dL (RR: 3.5 to 5.2); phosphorum (P):
2.0 mg/ dL (RR: 2.5 to 4.5), alkaline phosphatase (AP): 168U / L (RR: 35 to 104), 250H Vitamin D:
21.2 ng/ ml (RR: 30 to 60), clinical findings suggestive of sporadic HPOM. Due to the need to rule
out paraneoplastic etiology, Sestamibi-99mTc whole body scintigraphy was indicated, which did
not show any capturing lesions. Given the perspective of the benefit of using burosumab, a PHEX
gene mutation research was performed, which resulted negative. Drug treatment was started with:
Calcitriol 0.25mcg t.i.d .; Tribasic Calcium Phosphate 600mg b.i.d .; and Dibasic Sodium Phosphate
852mg + Monobasic Potassium Phosphate 155mg + Monobasic Sodium Phosphate 130mg, 4cp
s.i.d. The patient evolved with improved paresis and difficulty walking, although she did not reach
total control of bone pain. Laboratory evolution showed increased serum parathyroid hormone
(PTH): 135 (RR: 19 to 65 pg / mL). Cinacalcet 15mg / day was initiated, which promoted resolution
of hyperparathyroidism and enabled dose reduction of phosphate salts. Last lab routine showed
serum P levels: 2.6 mg / dL, Ca: 8.4 mg/ dL, Alb: 3.3 g/ dL, AP: 72U /L, PTH: 40pg / mL, 250H-
Vitamin D: 30.1ng / mL. Conclusion: This case reinforces that cinacalcet may be a treatment option
for patients with hypophosphatemic osteomalacia refractory to phosphate replacement, especially
in cases complicated with hyperparathyroidism, since PTH has a phosphaturic action, synergistic to
that of FGF-23, which is the central agent in the pathophysiology of this disease.
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Resumo

Introduction: Weight regain is one of the main concerns when it comes to gastric bypass patients,
therefore, GLP-1 analogues have been studied for treatment of obesity in these cases. Semaglutide is
a new long acting GLP-1 analogue approved for the treatment of type 2 Diabetes which has shown
superior weight loss and glycemic control than other GLP-1RA. Dapagliflozin is a SGLT-2 inhibitor
responsible for glucose control and discrete weight loss. The main purpose of this paper is to de-
monstrate the effects of Semaglutide and Dapagliflozin on weight loss in a bariatric surgery patient
(Roux-en-y Gastric Bypass), when applied along with Intermittent Very Low Carb Diet. Case report:
A 67-year-old female with a Body Mass Index of 45 kg/m?* and a 115 kg weight had Roux-en-y Gas-
tric Bypass 20 years ago, accomplishing a minimum postop weight of 52 kg (63kg loss). However,
she regained 20 kg in the past 10 years, reaching 73.1 kg, along with developing diabetes (FPG 126
mg/dl and HbA1lc 7.2%), hypertension and an increased appetite for carbohydrates, mainly at ni-
ght. Previously medicated with Metformin 1g/d, Losartan 50mg/d, Sinvastatin 20mg/d, Aspirin 85
mg/d. The patient was placed on a Very Low-Carb Diet (570 kcal, < 50g carbohydrates, 90g protein)
2 days per week and a Low-Calorie Diet 5 days per week (1200 kcal, equally distributed between
carbohydrates, lipids and protein), plus Semaglutide 0.25mg/w, along with Dapagliflozin 5mg and
Metformin 1g. In the next three months, the patient experienced a weight loss of 10,6kg, besides
normalizing Fasting Plasma Glucose (80 mg/dl) and Glycated Hemoglobin (5.4%), increasing 16%
HDL Cholesterol and reducing 31% Triglycerides. Discussion: Recent studies which have analyzed
weight regain on bariatric surgery patients concluded that GLP-1 analogues can provide weight
loss for over a year of administration. Mechanisms by which Semaglutide was favorable in this case
study include direct actions on weight loss, such as central suppression of appetite, delayed gastric
emptying and early satiety, besides FPG and HbA1c reduction. SLGT-2 inhibitors also promote sig-
nificant glucose control and weight loss by means of increasing glucose renal excretion. Beyond the
direct effects, the appetite inhibition caused by the medication provided conditions for the patient
to stick to the prescribed diet, since she had, before, an increased appetite for carbohydrates and
was unable to suppress feeding excess behavior. The weight loss and the favorable dietary approach
(Very Low Carb Diet) were also able to improve lipid profile, especially Triglycerides. Conclusion:

This case illustrates a favorable effect of low-dose GLP-1 analogue and SGLT-2 inhibitor on weight
loss and glucose control after bariatric surgery.
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Resumo

INTRODUCAO O carcinoma medular de tiredide (CMT) pode apresentar-se como esporadico
(80%) ou familiar, decorrente da mutagdo no proto oncogene RET (20%). Entre as formas familia-
res, a neoplasia endécrinas multipla tipo 2 (MEN2) é a mais comum, sendo a forma mais agressiva
MEN2B, associada ao CMT, feocromocitoma e neuromas, A forma esporadica acomete ambos os
sexos e tem pico de incidéncia durante a 52 e 6* década de vida, ja a forma familiar manifesta-se mais
precocemente. Apresentam-se como nodulo palpavel, denso, nos dois tercos superiores da glandula,
niveis elevados de calcitonina e eutireoidismo. A terapia consiste na tireoidectomia total associada
com linfadenectomia. Apresenta pior prognostico e maior mortalidade se comparado aos carcino-
mas diferenciados. OBJETIVO: Relatar caso de seguimento de CA medular tireoidiano metastati-
co, pos resseccdo cirurgica, com posterior introdugdo de terapia com Vandetanib. MATERIAL E
METODOS: A.LS, realizou tireoidectomia total ha 12 anos, com pesquisa de RET proto-oncogene,
hiperparatireoidismo primario e feocromocitoma negativos. Durante o periodo de seguimento de
12 anos, manteve niveis elevados e estaveis de calcitonina, em torno de 2.000pg/mL, e CEA de 52ng/
mL. Sem lesdes sugestivas na cintilografia 6ssea, e TC com imagens inespecificas hepaticas com
realce. Em 2007, apresentava calcitonina de 2.720pg/mL. Histopatologia de esvaziamento cervical
de 8x7x4cm, com tireoide deformada, tecido irregular de 7x6x1,5cm, com conclusdo de carcinoma
medular metastatico. Devido a progressao das lesdes pulmonares, hepaticas e dsseas, foi iniciado
Vandetanib em 11/2018 em dose maxima (600mg/dia). Devido aos efeitos colaterais (sindrome
mao-pé, alargamento do QT, hipertensdo arterial resistente a drogas), reduzido a 300mg/dia. RE-
SULTADO: Os inibidores de tirosina quinase pertencem a classe das drogas de alvo molecular,
utilizadas na terapia do cancer cabeca e pescogo. A doenga vem se mantendo estavel, e atualmente,
discute-se na literatura quando iniciar a terapia, devido a graves e potenciais efeitos adversos. Es-
tudos clinicos com Vandetanib no tratamento do cancer medular de tireoide mostrara aumento
do tempo livre de doenca. Apesar do parametro de niveis de calcitonina e CEA dobrando com o
tempo como preditores de sobrevida. A melhora dos sintomas e do PFS em pacientes tratados com
Vandetanib foi evidenciada no estudo ZETA, aprovado em 2011 pelo FDA e 2013 pelo EMA. CON-
CLUSAO: Conclui-se que o uso do Vandetanib foi eficaz na estabilizacdo do quadro clinico mesmo
com a redugdo da dose devido aos efeitos colaterais. Faz-se necessario o seguimento a longo prazo.
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Resumo

INTRODUCTION: Prolactinomas represent the most common type of pituitary adenomas. Howe-
ver, giant prolactinomas (GPs) are a rare condition and constitute only 0.5% of all pituitary ade-
nomas, predominantly in men. They are defined as tumors with diameter > 4 cm and/or prolactin
levels>1,000 ng/mL. Cases with growth hormone (GH) or adrenocorticotropic hormone (ACTH)
co-secretion or non-functioning adenomas should be excluded. They usually have suprasellar ex-
tension, are aggressive and cause symptoms of mass effect, such as headache, visual impairment or
hypopituitarism. Dopaminergic agonists (DA) are considered first-line therapy and surgery should
only be indicated in specific cases, such as acute complications or DA ’s resistance. OBJECTIVE: To
describe clinical characteristics, treatment and therapeutic response of a cohort of 25 patients with
invasive giant prolactinomas followed at the Endocrinology and Diabetes Center of Agamenon
Magalhaes Hospital (UED-HAM), Recife - Pernambuco. METHODS: Descriptive and observatio-
nal cohort study whose data were obtained through retrospective research and inquiry of medical
records of patients followed up at the service. RESULTS: Giant prolactinomas (mean size: 5 cm;
mean initial PRL: 5340 ng/mL) were diagnosed in 25 patients (16 men — 64%) at a median age
of 34.8 years. The mean initial maximum tumor diameter was 5 cm (range 2.5 to 7.6 cm) and
the mean initial serum prolactin concentration (PRL) was 5,340 ng/mL. The most common initial
symptoms were headache (n = 25, 100%), visual changes (n = 23, 92%) and sexual dysfunction (n
=10, 40%). Most lesions presented invasion of surrounding structures such as suprasellar cisterna
(96%) and cavernous sinus (68%). Among the hormonal deficiencies, hypogonadism (n = 22/25,
88%) and hypothyroidism (n = 13/25, 52%) were the most common. Treatments included: dopa-
minergic agonists (DA) (n = 25, 100%) and surgery (n=11, 44%). The average dose of cabergoline
was 3.26 mg/ week. DA monotherapy patients (n=14) were younger (33.9 years vs. 36 years; P =
0.659), had higher initial serum PRL concentration (5,612 ng/mL vs. 4,993.9 ng/mL; P = 0.827) and
smaller initial maximum tumor diameter (4.86 + 1.40 cm vs. 5.17 + 1.84 cm; P = 0.630). During an
average follow-up of 6.7 years, the median final serum PRL was 59.8 ng/mL and the final diameter
was 1.88 cm. PRL normalization was achieved in 64% of patients and 12% had no visible tumor at
follow-up. CONCLUSION: Most patients showed excellent response to DA, despite the large tumor
size, invasive characteristics of giant prolactinomas and the necessity for long-term maintenance of
DA. Surgery was indicated in specific cases and hardly as first line therapy. Sex, age, baseline PRL,
or tumor size were not predictors of therapeutic response. There was a positive correlation between
tumor size and PRL levels, although relatively low. Complete biochemical response was not accom-
panied by complete structural response in most cases.
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Resumo

Introduc¢ao: Feocromocitomas (FEO) sdo tumores de células cromafins produtores de catecolami-
nas e podem ocorrer em glandulas adrenais. Considerado raro, atingindo 0,8 por 100.000 pessoas/
ano, maior prevaléncia em mulheres entre 40 a 59 anos e considerado raro apds os 60 anos. Um dos
problemas acarretados é a hipertensao arterial (HAS), sendo classificada como hipertensao secun-
daria ao FEO. Relato do caso: Mulher, 53 anos, branca, casada, professora, procura cardiologista
para consulta e avaliagdo pré-operatdria para exérese de tumoragao em glandula adrenal direita.
Relata ter sido diagnosticada com HAS apds o diagndstico do FEO, durante consulta com seu ci-
rurgido geral, quando se apresentava com pressao arterial (PA) de 150x105mmHg, sendo entdo
medicada com Atenolol 100mg VO/dia. Apresentava exames laboratoriais, cujos resultados princi-
pais mostravam dosagem de acido vanilmandélico e metanefrinas urinarias aumentados. Ao exame
tisico PA: 140x100mmHg e FC=73bpm, realizando Monitorizagdo Residencial da Pressdo Arterial
(MRPA), cujo resultado foi normal, sendo liberada para a cirurgia proposta. Achado histopatolo-
gico da peca cirtrgica teve as seguintes alteracdes microscdpicas: “neoplasia da adrenal de origem
medular. Constituida por células de citoplasma amplo, basofilico e granular. Estao dispostas em
ninhos envolvidos por células sustentaculares e septos fibrosos delicados. 2 mitoses em 10 campos
de grande aumento. Margens livres”. Escore PASS 2, sendo associado a provavel comportamento
benigno. Apods resultados, paciente realizou nova consulta com cardiologista, que confirmou diag-
nostico de HAS secundaéria. Apds retirada do tumor, paciente retornou para nova consulta cardio-
légica, ainda em uso dos anti-hipertensivos, encontrando-se com PA 110x70mmHg e FC=70bpm,
sendo entdo orientada a retirada da droga de maneira gradual. Apés 30 dias da suspensdo do medi-
camento, realizou novo MRPA, acusando resultados normais. O exame foi repetido 9 meses depois,
mantendo-se dentro da normalidade, sem uso de anti-hipertensivo. Conclusdo: FEO ¢é causa de
HAS secundaria, onde existe aumento da secrecao de catecolaminas, resultando no aumento dos
niveis tensionais, sendo necessario o bloqueio adrenérgico até a retirada do tumor, onde se espera a
normaliza¢ao dos niveis tensionais.
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Resumo

Introducao: As doengas cardiovasculares sdo a principal causa de morbimortalidade em pacientes
com diabetes mellitus tipo 2 (DM2). Para isso a velocidade de onda de pulso (VOP) é considerada
o padrdo ouro para avaliar a rigidez arterial e a sua mensuragao foi demonstrada como preditora
de eventos cardiovasculares. A ativagdo neuro-hormonal mediada pela hiperglicemia aumenta o
tonus vascular e a rigidez arterial, aumentando assim o risco de complicagdes de hipertensao e ou-
tros eventos associados ao DM2. Poucos estudos tem avaliado os efeitos dos inibidores do SGLT2
na rigidez arterial central. Metodologia: Estudamos 8 mulheres hipertensas com DM2 em uso de
metformina e medicacgdo anti-hipertensiva, entre 52 e 72 anos, com o objetivo de verificar os efeitos
da adicao de empaglifozina na dose 12,5mg - 1 vez ao dia por 12 semanas na pressdo central e na
rigidez arterial através da VOP. Resultados: As diferencas obtidas durante o uso da empaglifozina
foram: peso corporal 73,78 (+-9,1) x 72 (+-10,02) kg (p 0,015), IMC 32,25 (+-3,61) x 31,48 (+-4,05)
kg/m2 (p 0,019), circunferéncia abdominal 103,69 (+-13,91) x 100, 06 (+-13,68) cm (p 0,07) e he-
moglobina glicada 8,21 (+-1,58) x 7,93 (+-1,42)% (p 0,008). As diferencas da pressao central foram
pressao sistolica central (cSist) 125,71 (+-21,93) x 120,12 (+-13,4) mmHg (p 0,0451), dDia (pressao
diastolica central) 94,04 (+-11,49) x 81,92 (9,19) mmHG (p 0,001) e VOP 9,18 (+-1,08) x 8,74(+-
1,14). As diferencas dos pardmetros hemodinamicos foram: Pressao arterial sistolica (PAS) 145,83
(+-19,53) x 129,87 (+-14,31) mmHg, pressao arterial diastolica (PAD) 93,37 (+-11,61) x 80,88 (+-
9,18)mmHg (p 0,001) e pressao arterial media (PAM) 117,42 (+-14,68) x 103,29 (+-10,77) mmHg
(p 0,001). Conclusdo: Nossos dados demonstram uma melhora simultdnea da pressao arterial cen-
tral e da distensibilidade arterial com o uso da empaglifozina em mulheres com diabetes tipo 2.
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Resumo

INTRODUCAO: A coreia e o balismo sdo disturbios hipercinéticos caracterizados por movimentos
rapidos, nao padronizados e involuntarios, relacionados ao envolvimento dos nucleos da base. As
coreias adquiridas tendem a ser unilaterais, caracterizando a hemicoreia-hemibalismo (HCHB). A
causa mais comum de HCHB agudo sdo os eventos vasculares, seguidos de hiperglicemia nao ce-
totica. OBJETIVOS: Apresentar quadro de HCHB atribuido a hiperglicemia, em paciente com his-
torico prévio de acidente vascular encefalico isquémico (AVEi), com neuroimagem e evolugido do
quadro contribuindo para o diagndstico diferencial. MATERIAL E METODOS: Estudo descritivo,
do tipo relato de caso, com informag¢des colhidas do prontuario do paciente, apds consentimento
formal. RESULTADO: Homem, 59 anos, com diagndstico de hipertensdo ha quatro anos e diabe-
tes melito (DM) tipo 2 ha um ano. Apresentou AVEi ha quatro anos, manifestando desde entao
disartria, hemiparesia a esquerda e crises convulsivas tonico-clonicas generalizadas ocasionais. No
ambulatério de endocrinologia, constatou-se surgimento de movimentos coreiformes ha cinco dias
no hemicorpo direito, além de hemoglobina glicada Alc (HbAlc) de 16,0%, suspeitando-se de
novo evento cerebrovascular, sendo internado para elucidagao diagndstica e compensagao glicémi-
ca. Tomografia computadorizada (TC) de cranio demonstrou, além de sinais de insulto isquémico
crénico em territorio da artéria cerebral média direita, hiperatenuacédo parcial do nuicleo lentiforme
esquerdo, achado que pode se relacionar com estado hiperglicémico, chegando-se ao diagndstico de
HCHB relacionada a hiperglicemia ndo cetética. Durante uma semana de interna¢ao, com ajustes
da insulinoterapia, cursou com melhora dos niveis glicémicos e desaparecimento dos movimentos
coreicos. Em nova internag¢ao, nove meses depois, TC de cranio demonstrou auséncia dos achados
anteriormente vistos no nucleo lentiforme e novo evento isquémico em territdrio cerebelar. CON-
CLUSOES: O surgimento de disturbios do espectro coreiforme podem estar relacionados a0 DM,
apesar de ndo ser uma manifestagdo comum, destacando-se, no caso apresentado, a distingdo entre
HCHB por hiperglicemia nao cetdtica e um novo AVEi.
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Resumo

INTRODUCAO: Individuos obesos submetidos a derivagio gastrica em Y-de-Roux (DGYR), apre-
sentam maior risco de comprometimento 6sseo, como perda de massa Ossea e risco de fraturas.
Uma das causas é por deficiéncia de vitamina D, podendo acarretar elevagdo do paratorménio
(PTH) de forma secundaria. RELATO DE CASO: WPS, feminino, 56 anos, procurou servico de
endocrinologia devido a realizagdo de cirurgia bariatrica (DGYR) ha 16 anos. Tinha relato de perda
de peso de 52kg nos primeiros 2 anos apds a cirurgia com reganho de 12 Kg ao longo do seguimento
(indice de massa corporal atual de 33.15 Kg/m2). Estava em menopausa ha 8 anos e apresentava
diagnostico de osteopenia ha dois anos. Nao tinha acompanhamento médico e nutricional. Negava
uso de suplementos nutricionais ou medicagdes. Trazia exames de 3 meses atras que demonstraram
um aumento de PTH (126,6 pg/mL) com calcio sérico normal e insuficiéncia de 25-OH-vitamina D
(21.3 ng/mL). Foi prescrito vitamina D 50.000u/semana por 8 semanas e solicitado novo PTH para
confirmagdo, exames para avaliagdo de deficiéncias nutricionais, densitometria dssea e radiografia
de coluna dorsal-lombar. Apds 1 més, apresentava: PTH = 173 pg/mL, deficiéncia de vitamina B12,
calciuria 316mg/24 horas, perfil lipidico, perfil glicémico e fun¢ao renal normais. Radiografia de
coluna dorsal e lombar ndo demonstrou fratura e na densitometria dssea apresentou: L1-L4 (DMO
0.890g/cm2/T-score -2.5), Colo (DMO 0.726g/cm2/T-score -2.2), Fémur total (DMO 0.816/T-score
-1.5). Aproximadamente trés meses ap6s, mantinha PTH elevado, vitamina D normal (37 ng/mL)
e tomografia de abdome demonstrou litiase renal a esquerda (0.9 cm). Solicitada cintilografia de
paratireoide com Tc-MIBI na qual houve divida quanto a presenga de hiperatividade em parati-
reoide inferior esquerda. Uma nova cintilografia com SPECT-CT reiterou o diagndstico. Realizada
paratireoidectomia, e o estudo histolégico mostrou hiperplasia de paratireoide inferior esquerda
sem sinais de malignidade. Apos cirurgia, paciente apresentou normalizagcdo do PTH.

CONCLUSAOQ: O hiperparatireoidismo primario pode passar despercebido diante de situacdes que
elevam o PTH secundariamente, como deficiéncia de vitamina D devido a cirurgia bariatrica. A
avaliacdo do PTH ap6s normalizagdo da vitamina D torna-se de extrema importancia para o diag-
ndstico diferencial.
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Resumo

INTRODUCTION: Osteoporosis is a disease characterized by reduced bone mineral density
(BMD), imbalance of bone metabolism and deterioration of trabecular microstructure. Anti-re-
sorptive agents, bisphosphonates (BPs) and denosumab (DMAB) are the most widely used in the
treatment of osteoporosis. They act by reducing the rate of bone remodeling, inhibiting osteoclastic
activity and therefore bone resorption. Although DMAB is a high-potency anti-resorptive agent, it
has a reversible effect soon after its discontinuation and there are reports of severe vertebral fractu-
res associated with its discontinuation. It is believed that the mechanism responsible for the develo-
pment of these fractures may be linked to transitory increases in bone renewal after their removal,
resulting in a rebound effect on bone turnover markers (BTM) with elevation above baseline and
consequent decrease in BMD. OBJECTIVE: Evaluating bone remodeling after DMAB suspension
in patients previously treated with BPs. METHODS: Retrospective cohort data. The population
consists of ten women who are regularly monitored at a specialized ambulatory in therapeutic ma-
nagement of osteoporosis. Data analysis and subsequent Medline / Pubmed systematic review of
bone markers hyperactivity and fracture occurrence after DMAB discontinuation were performed.
RESULTS AND DISCUSSION: Ten women were evaluated and divided into two groups: group
1 - no vertebral fracture after DMAB discontinuation (n =7) and group 2 - vertebral fracture after
DMAB discontinuation (n = 3). The mean age was 75.9 + 8.26 years and the time of menopause 29.9
+ 11.21 years. All woman subjected to the evaluation had used BPs and discontinued DMAB on
their own. The number of DMAB injections was 4.1 + 1.44. Three patients with vertebral fracture af-
ter DMAB suspension. When comparing LSBMD, patients without vertebral fracture presented the
highest values after DMAB withdrawal (0.93 versus 0.57g/cm2; p = 0.017). Most patients without
fracture (n = 5; 71.4%) had lumbar spine T-score higher than -2.5 after DMAB discontinuation,
while all patients with fracture had lumbar spine T-score lower than -2.5. The initial (pre-DMAB)
serum CTX values were higher in the non-fractured group than in the fractured group (287 versus
234 pg/mL), but te difference was not statistically significant, while the final values (after DMAB
discontinuation) was higher in the fractured group (732 versus 128.71 pg/mL; p = 0.017). We con-
ducted literature search that identified 15 published cases, and we additionally included another 3
new cases from our center (table 1). One-hundred-thirteen postmenopausal women with vertebral
fracture(s) after DMAB discontinuation, experiencing 280 fractures in total. CONCLUSION: Our
data suggest that previously prolonged use of BPs may prevent overactivation of bone remodeling
after DMAB discontinuation.
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INTRODUCTION: Obesity is the main risk factor for type 2 diabetes mellitus (T2DM). In overwei-
ght or obese T2DM patients, modest weight loss (5%-10%) can improve glycemic control. Prescri-
bing anti-obesity drugs helps patients in diet adherence, and reduces the incidence of prediabetes
progression to T2DM and, in some cases, induces T2DM remission to euglycemia. OBJECTIVES:
To determine the effects of anti-obesity medications on weight, blood pressure, and glycemic and
lipid control in prediabetic and diabetic patients. METHODS: a retrospective study comparing an-
thropometric and laboratory measurements between first and last medical appointment of diabetic
and prediabetic obese patients waiting for bariatric surgery. RESULTS: We studied 63 patients, 23
(36.50%) were diabetic and 40 (63.50%) pre-diabetic. 51 patients (80.95%) had hypertension. The
average weight loss was 6.38 kg (123.33 + 20.02 kg to 116.95 £ 19.03 kg, p < 0.001) between the first
and last visit, with a mean follow-up of 9.5 months. There was a significant difference (-17.65 mg/
dL) in fasting blood glucose (FBG) (121,67 + 63,83 to 104,02 + 30,47 mg/dL, p=0.03), systolic (-7.83
mmHg: 141,23 + 18,53 to 133,40 + 15,40 mmHg, p=0.002) and diastolic blood pressure (-3.40
mmHg: 88,30 + 12,67 to 84,91 + 11,20 mmHg, p = 0.032) and HDL (51,74 + 18,82 to 47,12 + 11,50
mg/dL, p=0.036) between consultations. There was no significant difference in HbAlc, total cho-
lesterol, LDL and triglycerides levels. There was no significant difference (p=0.491) in weight loss
between the groups (1 = bupropion + topiramate: -6.32 + 7.40 kg; 2 = topiramate with or without
metformin: -8.40 + 8.59 kg; 3 = SGLT2i alone or in combinations: -6.51 + 6.52 kg; 4 = bupropion
with or without associations: -4.60 + 1.44 kg; 5 = others: -2.33 + 3.51 kg). Groups 1, 2 and 3 had
mean weight loss > 5% (5.06% + 5.44, 6.18% * 6.09 and 5.35% =* 5.20, respectively). Considering
T2DM remission HbAlc < 6.5%, T2DM remission occurred in 6 (26.08%) of 23 diabetic patients
(average weight loss: 6.83 kg). Considering remission of prediabetes a FBG <100 mg/dL and/or
HbA1lc <5.7%, 06 (15%) of the 40 prediabetic patients went into remission (average weight loss: 4.90
kg). CONCLUSION: The study demonstrated that modern medications associated with lifestyle
changes had a favorable and significant effect on weight loss, FBG and BP reduction without a sta-
tistically significant reduction in lipid profile and HbAlc in obese diabetic and prediabetic patients
candidates for bariatric surgery.
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LONG-TERM FOLLOW UP OF NORMOCALCEMIC PRIMARY HYPERPARA-
THYROIDISM- ROLE OF 4D-CT AS A LOCALIZATION PROCEDURE
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Resumo

Introduction: Normocalcemic primary hyperparathyroidism (NPHPT) is characterized by persis-
tently elevated PTH levels, normal calcium levels, and the absence of identifiable causes of secon-
dary HPT [1]. It can be either asymptomatic, or present itself with nephrolithiasis, osteoporosis,
and fragility fractures. Several studies have found superior sensitivity of four dimensional com-
puted tomography (4D-CT) over other exams in the workup of PHPT. Objectives: Evaluate the
role of 4D-CT as a long-term follow-up procedure of normocalcemic primary hyperthyroidism.
Methods: Analysis of medical records and review of articles listed by PUBMED. Results: A 64 -ye-
ar-old woman was admitted for evaluation of osteoporosis and urolithiasis. Biochemical examina-
tions showed elevated serum levels of parathyroid hormone and normocalcaemia. Since 2012, her
biochemical profiles progressively indicated severe reduction in bone mineral density (13% of in
the past 2 years) and elevated bone resorption (maximum CTx: 0,854 ng/ml)The thyroid and pa-
rathyroid ultrasonography showed no signs of cystic lesion or abnormalities, and, in the Sestamibi
scanning, there were also no abnormalities. The patient remained undiagnosed until the realiza-
tion of a 4D-CT, which revealed an adenoma on the right superior gland.This technique combi-
nes standard multiplanar CT scanning with a fourth dimension consisting of changes in contrast
attenuation over time.Cunha-Bezerra et al compared imaging techniques with operative findings,
pathological and biochemical data. The study revealed better performance of 4D-CT as a preope-
rative localization procedure in both normocalcemic and hypercalcemic hyperparathyroidism.As
a result, 4D-CT scanning provides both functional and anatomic information about the abnormal
gland, while also permitting unbiased detection of ectopic glands or multiglandular disease that
may be missed by other imaging modalities [7]Conclusions: 4D-CT scanning is a highly accurate
method to identify parathyroid adenomas and, has shown more sensitivity when compared to other
imaging techniques. Thus having a great impact on the prognostic of NPHPT.
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Autores: VIEIRA, H. V. C. E;; MENDONCA, A. R. B.; CAVALCANTE, A. H. S;; FEITOSA, C. L. D.
M. ARAUJO, J. V. V; SANTOS, P. R. A. C.; BANDEIRA, F. A. E

Institui¢do: Division of Endocrinology, University of Pernambuco Medical School, Recife, Brazil;
Fbandeira Endocrine Institute

Resumo

INTRODUCTION: Diabetes Mellitus (DM) affects 9% of the Brazilian population. The difficulty in
adjusting drug therapy is due to the pharmacological binomial: dosage and patient’s metabolic res-
ponse. The combination of basal insulin and GLP-1 receptor agonist (IDegLIRA) has demonstrate
to reduce the occurrence of hypoglycemic episodes and weight gain, which are commonly observed
with basal insulin use. This study aims to demonstrate the effects of IDegLira therapy associated
with intermittent Very Low Carb diet on glycemic profile. CASE REPORT: A 62-year-old female
with a 17-year history of type 2 diabetes presented to the clinic reporting gradual weith gain and
mutiple episodes of hypoglycemia - at least 3 times a week. Previously in use of insulin glargine 90,
insulin glulisine 2-16 units after meals, Pioglitazone 30 mg, Empaglifozin 5 mg and Sitagliptin 25
mg, in addition to AAS, Rosuvastatin 20 mg and Colecalciferol. Physical examination revealed 83.7
kg, waist circumference (WC) 102 cm, height 161 cm, BMI 32.3 kg / m” and blood pressure (BP)
120/80 mmHg. In view of a poor glycemic control, was instituted a balanced Low-calorie diet of
1300 kcal along with a Very Low-carb diet (570 kcal, <50 g carbohydrate, 90 g protein) on alternate
days. Furthermore, were prescribed IDeglira 16 UI and XR 500 mg, continued Empaglifozin and
Rosuvastatin, decreased the dose of Pioglitazone to 15 mg and discontinued AAS, Sitagliptina and
Colecalciferol. After 30 days, the patient showed a satisfatory adherence to the diet scheme and
pharmacological therapy. She lost 4 kg and 2 cm in WC, presented a fasting glucose level of 118,5
mg/dL and after lunch and dinner of 125 mg/dL and 103,4 mg/dL respectively. For better track of
glucose levels, was installed a continuous glucose monitoring device (CGM), which showed after
one month an average glucose level of 134 mg/dL, Time in Range (TIR) 89%, Time Above Range
(TAR) 11% and Time Below Range (TBR) 0%. The patient did not report any hypoglycemia sym-
toms. Laboratory tests revealed C-Peptide level of 4,5 ng/mL, total cholesterol of 126 mg/dL, HDL
of 41 mg/dL and triglycerides of 119 mg/dL.

After three months of treatment, the CGM measurements remained stable: average glucose level
133 mg/dL, TIR= 87%, TAR= 11% and TBR= 1%. After improving the lipid profile, significant wei-
gth loss and BP reduction to 100/60 mmHg, it was possible to discontinue statin and antihyperten-
sive drugs. CONCLUSION: This case ilustrates the role of co-formulating GLP1 receptor agonists
plus basal insulin in the treatment of type 2 diabetes.
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MELHORA DO QUADRO DE FIBROMIALGIA ASSOCIADA A CIRURGIA BA-
RIATRICA

Autores: MALHEIROS, A.C; VASCONCELLOS, A.J; LIMA, J.G; MALHEIROS, L.J; LEITE, S.E;

Instituigao: Hospital Usineiros - Maceid, AL; Clinivida - Maceio, AL;

Resumo

Introdugdo: A fibromialgia (FM) é uma sindrome caracterizada pela dor cronica, frequentemente
associada a obesidade. A FM pode provocar limitagdes no dinamismo de atividades didrias, al-
teragdes biopsicossociais e afetar negativamente a qualidade de vida dos pacientes. Objetivos: O
objetivo do trabalho foi a demonstragdo da evolugdo de pacientes obesos e com FM, em uso de
medicamentos (duloxetina e pregabalina) hd cerca de 3 a 8 anos apds a realiza¢ao de cirurgia bari-
atrica, considerando aspectos biopsicossociais como melhoria da qualidade de vida, perfil metabd-
lico e dores referidas. Materiais e métodos: Relato de experiéncia feito através de questionario com
16 pacientes obesos diagnosticados com FM, com idades entre 32 a 58 anos, em um periodo de 6
meses apos a realizagao de cirurgia bariatrica. Avaliagdo feita através de questionario, considerando
alteragdes de peso e de humor, DMNID, algia, internagdes, medicamentos e pratica de atividades
fisicas. Resultado: Foram avaliados 16 pacientes, entre homens e mulheres, com idades entre 32 a 58
anos. Verificou-se resultados positivos, relacionados a grande perda ponderal (entre 20 a 70 quilo-
gramas), diminui¢do do niumero de internagdes, redu¢ao da quantidade de medicamentos utiliza-
dos, diminui¢ao da frequéncia e intensidade das dores, melhora do humor e autoestima, alteragao
de perfil sedentario para perfil ativo (com peculiaridades entre os pacientes, relacionadas ao tipo de
atividade e a frequéncia). Conclusao: A obesidade e sobrepeso sdo comuns entre pessoas com FM.
As mulheres que ndo praticam exercicios por pelo menos uma hora por semana, possuem maior
risco de desenvolver FM, com hiperalgesia e redugdo da qualidade de vida e do sono. Dessa forma,
tal patologia acarreta consequéncias tanto endécrinas, quanto psicoldgicas. Através da cirurgia ba-
riatrica, houve perda de peso, com melhora dos sintomas da fibromialgia, adogdo de estilo de vida
saudavel, melhora da autoestima e do humor.

211



212

P034

MORE THAN 50% WEIGHT LOSS AFTER SLEEVE GASTRECTOMY IN CLASS
ITITI OBESITY PATIENTS
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Introduction: Bariatric surgery brings together techniques aimed at treating obesity and diseases
associated with or aggravated by excess body fat, being a viable option for weight loss and also as a
strategy for reduction and remission of related chronic diseases. The most commonly used bariatric
interventions are gastric bypass or Capella surgery and vertical gastrectomy or gastric sleeve. Ob-
jective: To describe two clinical cases of class III obesity with significant weight loss after bariatric
sleeve surgery. Methods: description of anthropometric data in patients followed at the endocrino-
logy and metabolism outpatient clinic of Hospital Agamenton Magalhdes (HAM). Results: Case 1:
Female patient, 42 years old, with systemic arterial hypertension and obesity with initial weight of
112 kg and body mass index (BMI) 40.15 kg / m2, waist circumference (WC) 98 cm, hip circumfe-
rence (HC) 110 cm. Performed surgical procedure (Sleeve) and after 15 months had: weight 78 kg,
BMI 27.97 kg / m2, WC 86.5 cm, HC 98 cm, with percentage of overweight loss 80.95% and impro-
vement of levels tensional. Case 2: Female patient, 41 years old, with type 2 Diabetes Mellitus and
obesity with an initial weight of 142 kg and BMI 52.79 kg / m2, WC 115 cm, HC 122 cm. Underwent
a surgical procedure (Sleeve) and after 16 months had: weight 89 kg, BMI 33.09 kg / m2, WC 98 cm,
HC 104 cm, with a percentage of overweight loss 70.66% and remission of diabetes. Conclusion:
Vertical gastrectomy has been shown to be safe and effective in treating obesity with constant and
significant results in overweight loss as well as resolution of obesity-related comorbidities.

WEIGHT BMI wC HC [T |
overweight
CASE 1 112 40.15 98 110
T8 27.97 86.5 98 80.95%
CASE 2 142 52.79 115 122
B9 i3.09 | 98 | 104 | 70.66%
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NIVEIS BASTANTE ELEVADOS DE INSULINA SAO OBSERVADOS NA PRI-
MEIRA HORA EM TESTE ORAL DE TOLERANCIA A GLICOSE COM 100G DE
DEXTROSOL EM PACIENTE APOS CIRURGIA BARIATRICA
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Resumo

Introdugdo: Umas das complicagdes da cirurgia bariatrica é a hipoglicemia hiperinsulinémica pds
-prandial, a qual tem patogénese ainda desconhecida, mas supostamente resulta da secregio ele-
vada de incretinas (particularmente, o GLP-1) por células enteroenddcrinas. Objetivo: Avaliar os
niveis de insulina sérica durante o teste oral de tolerancia a glicose com 100 g de dextrosol (TOTG
100 g). Material e métodos: pacientes apds cirurgia bariatrica foram submetidos a aplicagao de
questionario e a0 TOTG 100 g com dosagens de glicose e insulina séricos seriados, a cada hora e no
momento em que houvesse sintomas de hipoglicemia ou glicemia capilar < 45 mg/dl com ou sem
sintomas. Resultados: Dezesseis pacientes foram incluidos na pesquisa, com faixa etaria média de
36,8 anos, 75% do sexo feminino e apenas 1 tinha realizado gastrectomia vertical, enquanto todos
dos outros Bypass gastrico em Y de Roux (BGYR). O tempo médio entre as cirurgias e o TOTG 100
g foi de 5,3 anos e 62,5% apresentavam histdria prévia de triade de Whipple. As médias de glicemia
e insulina no tempo zero foi de 78,7 mg/dl e 4,2 pUI/ml, respectivamente. Na primeira hora, os
niveis de glicemia variaram entre 105 e 280 mg/dl e os de insulina entre 46,4 e 584,6 uUI/ml, sendo
que 56,25 % dos pacientes atingiram niveis de insulina superiores a 250 pUI/ml na primeira hora
do TOTG 100 g. Quatorze apresentaram hipoglicemia hiperinsulinémica, ou seja, tiveram glicemia
menor que 55 mg/dL com insulinemia > 3 pUI/ml. A média de tempo entre o inicio do teste e a
ocorréncia de hipoglicemia foi de 150 minutos. Conclusdes: Ha uma intensa variabilidade nos ni-
veis de insulina durante o TOTG 100 g em pacientes ap6s cirurgia bariatrica, com niveis considera-
velmente elevados de insulina na primeira hora do teste. Esse pico de insulina também foi revelado
em estudos utilizando o teste da refeicao mista comparando pacientes apds cirurgia bariatrica com
controles saldaveis que ndo haviam passado pelo procedimento cirdrgico.
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NORMOCALCEMIC HYPERPARATHYROIDISM DUE TO MULTIPLE ADE-
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Resumo

Introduction: Fanconi’s syndrome refers to a generalized impairment of renal proximal tubular
function, leading to urinary loss of glucose, aminoacids and minerals normally resorbed in the
proximal tubule. One of the consequences is hypophosphatemia, which can lead to osteomalacia,
as well as glycosuria, hypouricemia, aminoaciduria, and proximal renal tubular acidosis due to uri-
nary bicarbonate loss. It is rare in adults and may occur in association with Multiple Myeloma or
medications such as Tenofovir. In children, Cystinosis, Wilson’s disease, and Hereditary Fructose
Intolerance are the most common causes. Hypophosphatemia impairs osteoid mineralization, and
inadequately low levels of 1.25 dihydroxyvitamin D cannot correct phosphate deficiency. As a con-
sequence of chronic phosphate administration parathyroid gland stimulation may occur, leading
to hyperparathyroidism. For the diagnosis of Normocalcemic Hyperparathyroidism, its necessary
to exclude secondary causes, such as Chronic Kidney Disease, low calcium intake, calcium mala-
bsorption, vitamin D deficiency, renal calcium loss, and causes related to the inhibition of bone
resorption. The association of Hypophosphatemic Osteomalacia secondary to Fanconi syndrome
in a patient with Normocalcemic Hyperparathyroidism is rare. Case Report: A 51-year-old patient,
presented with Hypophosphatemic Osteomalacia secondary to Fanconi Syndrome, diagnosed at
the age of 34. During follow up, he progressively showed serum PTH elevation with normal serum
calcium concentrations. The diagnosis of Normocalcemic Hyperparathyroidism was made, and a
Parathyroid TC-99-Sestamibi SPEC-CT showed a small high-uptake nodule located in retrosternal
region, measuring 1.2x1.3 cm, which was sugestive of an ectopic parathyroid adenoma. He un-
derwent right upper parathyroidectomy, and histological examination confirmed a 1.6-cm-para-
thyroid adenoma. As serum PTH remained elevated, Cinacalcete was started, another TC-99-Sesta-
mibi SPEC-CT was done one year latter, and a 4D-CT, witch was positive for parathyroid adenoma
in the upper left posterior region. This was confirmed by surgery, and pathological examination. As
serum PTH continues to be elevated after de second operation, Cinacalcete dose was adjusted, and
no further surgical interventions were recommended. Conclusion: This case illustrates an atypical
presentation of Normocalcemic Primary Hyperparathyroidism.
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Resumo

Introduction: Primary hyperparathyroidism is a bone metabolism disorder that may present with
elevated or inappropriately normal Parathyroid hormone (PTH) associated with increased or nor-
mal serum calcium levels. Its etiology is single adenomas (80-85%), multiglandular disease (15-
20%) and carcinoma (1%). Parathyroid adenomas are usually located behind the thyroid, but may
be ectopic in 20% of the population, most commonly found near the cervical, intrathyroid or me-
diastinal structures (25%). Objectives: To report a case of asymptomatic Normocalcemic primary
hyperparathyroidism (NPHPT) with intrathyroid parathyroid adenoma without surgical indication.
Methods: clinical description and findings on laboratory and imaging exams in a patient followed
up at the bone metabolism outpatient clinic of Agamenon Magalhaes Hospital (HAM). Results: A
38-year-old female patient with primary hypothyroidism and nontoxic multinodular goiter. Ul-
trasonography (US) showed a lower pole nodule of the right thyroid lobe, with no cleavage plan,
hypoechoic, elongated, heterogeneous, with 2.5x 0.9 x 0.7 cm, suggesting to be a parathyroid gland.
Initial testing: PTH: 157 pg / ml (19 to 65 pg / ml), 25-hydroxyvitamin D (25-OHD) 35 ng / ml (>
30 / dL), calcium 10.2 mg / dL (8.4 to 10.2 pg / ml), albumin 3.8 g / dL (3.4 to 5.20g / dL). FNA of
nodule aspirate with PTH measurement in the sample: 2022 pg / ml and cytology with parathyroid
adenoma result. Investigation of clinical findings: dual-energy X-ray absorptiometry (DXA) bone
distal radius (Bone mineral density (BMO) 0.894 g / cm? TS 0.1; ZS 0.1), L1-L4 (BMO 1.282 g /
cm? TS 0.7: ZS 0.3) and femoral neck (BMO 0.993 g/ cm?; TS -0.3; ZS -0.2); urinary calcium 114
mg / 24h (<400 mg / 24h); Urinary tract US without nephrolithiasis. Conclusion: This case illustra-
tes an unusual presentation of NPHPT.

References: Bilezikian JP, Bandeira L, Khan A, Cusano NE. Hyperparathyroidism. The Lancet. 2018;
391(10116), 168-178.

Grozavu C, Pantile D. Primary Hyperparathyroidism Through an Ectopic Parathyroid Adenoma.
Chirurgia (Bucur). 2016; 111(2):156-60.
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Resumo

INTRODUCTION: Osteogenesis imperfecta (OI) is a heritable skeletal disorder that, as the name
implies, is caused by defective bone formation. This defect is caused by dominant or recessive mu-
tations that lead to bone fragility and other skeletal manifestations, such as short stature and bone
deformities. Extraskeletal tissues and organs can also be involved. Apart from bone fragility, the
classical description of the OI phenotype includes blue or grey discoloration of the sclera and ab-
normalities of tooth structure called dentinogenesis imperfecta. The prevalence of OI has been esti-
mated at 1 in 13,500. OI type III is the most severe form of Ol in individuals surviving the neonatal
period. Individuals with OI type III almost always have restricted mobility, develop scoliosis and
are very short. Bisphosphonate therapy is the most widely used medical treatment in OI. It seems to
decrease long-bone fracture rates by 30% to 60% in children with OI. OBJECTIVE: To report a case
of OI type III with fracture during intrauterine period.

CASE REPORT: A 1-year-old boy presented at birth a blue discoloration of the sclera and had his-
tory of intrauterine fracture. The diagnosis of OI type III was performed and adequate vitamin D
intake was recommended (2000 IU per day). His mother also has the diagnosis of OI type III. At
2 months of age, the patient presented a right femur fracture. Orthopedist indicated conservative
treatment with plaster cast. Calcium (10,2 mg/dL), FA 226 U/L (98 to 455 U/L) and 25(OH)D (58
ng/mL) levels were normal. At 8 months of age, the patient presented a left rib fracture and at 10
months of age, presented another right femur fracture. Calcium (9,8 mg/dL), FA 160 U/L (98 to 455
U/L) and 25(OH)D (37 ng/mL) levels were normal. It was decided to start bisphosphonate treat-
ment. Two pamidronate infusions were performed (0,3 mg/day during 2 days by infusion). Few side
effects of intravenous pamidronate were observed and was decided not to infuse the third dose. He
remains asymptomatic during follow-up. CONCLUSION: This case illustrates a rare presentation
of bone fragility in a newborn.
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Resumo

INTRODUCTION: Fibrous Dysplasia (FD) of bone is a benign not hereditary congenital skele-
tal disorder in which bone undergoing physiologic lysis is replaced by abnormal proliferation of
fibrous tissue, resulting in assymmetric distortion, expantion of bone, osteolytic lesions, fractures
and deformities. It represents approximately 2.5% of bone disorders and 7% of benign bone tumors.
Although its etiology is unknown, it is thought that FD may be of genetic or traumatic origin. FD
may be confined to a single bone (monostotic) or involve several bones (polyostotic). The monos-
totic FD is the most common form and mainly occurs in ribs, tibia or craniofacial bones, mostly
jaw but hardly ever affects the arm, especially the radius. The diagnosis is most often confirmed by
radiographic findings, but they are nonspecific. Bone scintigraphy can be used to detect all bone
lesions of FD. The treatment aims to control disease activity, reduce pain, prevent complications and
improve quality of life. Surgery is indicated for confirmation biopsy, correction of deformities, non
-operative therapy failure, prevention of pathological change and/or eradication of symptomatic le-
sions. Intravenous pamidronate has shown promise in non-surgical treatment for FD, as it induces
radiological and biochemical improvements in some patients and may reduce bone pain in most
individuals affected. OBJECTIVE: To report a case of monostotic fibrous dysplasia and an unusual
site of bone involvement of this disease. CASE REPORT: A 18-year-old man presented with pain
and functional limitation in right arm after fall from own height. A right radius fracture was detec-
ted and underwent surgical correction. He persisted with pain after surgery and bone scintigraphy
showed diffuse and moderate increase of right radius osteogenic activity. Mastoid CT was normal.
Audiometry revealed mild sensorineural hearing loss in left ear. Laboratory tests showed high bone
turnover: AF 219 U/L (39 to 117 U/L) and CTX 957 pg/mL (59 to 679 pg/mL). Calcium (10 mg/
dL), PTH (29,6 pg/mL) and 25(OH)D (32,5 ng/mL) levels were normal. Vitamin D supplemen-
tation treatment (2,000 IU per day) was started in addition to intravenous bisphosphonate. Three
pamidronate infusions were performed (60 mg/day during 3 days by infusion). The severity of bone
pain was significantly decreased with treatment and biochemical markers of bone remodeling were
substantially lowered (laboratory tests after treatment: AF 104 U/L; CTX 333 pg/mL; Ca 9,7 mg/
dL; 25(OH)D 45 ng/mL). Few side effects of intravenous pamidronate were observed. He remains
asymptomatic during follow-up. CONCLUSION: This case illustrates a rare cause of bone fragility
in adolescence.
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Resumo

Introdugdo: A Obesidade grave, refrataria a terapia dietética e medicamentosa, vem aumentando a
sua prevaléncia de modo mais acelerado que a obesidade ndo grave em todo o mundo. Para esses
casos, a cirurgia bariatrica (CB) resulta em reducao dos indices de mortalidade e em melhor contro-
le das comorbidades. Contudo, a CB néo ¢ garantia de perda e manuten¢ao de peso bem sucedidas.
Para evitar as complicagdes nutricionais e o reganho do peso, e para manter o adequado gerencia-
mento das comorbidades, é recomendado que todos os pacientes recebam acompanhamento multi-
disciplinar pré e pds operatdrio. Neste contexto, o conhecimento do perfil clinico dos pacientes em
programagcao cirurgica e em seguimento pos operatorio é essencial para que os riscos associados a
esse procedimento sejam dimensionados, e assim, medidas capazes de reduzi-las sejam tomadas.

Objetivo: Descrever o perfil clinico e demografico dos pacientes acompanhados no ambulatério de
cirurgia bariatrica do IMIP.

Materiais e Métodos: Estudo descritivo, tipo série de casos, com amostra por conveniéncia. Dados
obtidos através da consulta ao prontudrio dos pacientes acompanhados pelo servico de cirurgia ba-
ridtrica do IMIP- Recife. A coleta foi realizada no ano de 2018 e a amostra foi distribuida conforme
os dados demograficos e as condi¢des clinicas.

Resultado: Foram coletados dados de 100 prontuarios. A populagdo estudada era composta por
89% mulheres, média de idade de 40,7 + 10,6 anos (idade minima: 19 anos; idade maxima: 63 anos)
e 61% em condi¢ao pré-operatoria. Entre aqueles ja submetidos a cirurgia bariatrica apenas 7,7%
havia realizado a técnica Sleeve; os demais realizaram o Bypass Gastrico. O peso e o IMC (Indice
de Massa Corporal) pré operatérios médios foram de 121,6 + 26,1 Kg e 47,4 + 9,7 kg/m2, respecti-
vamente; 82,4% desse grupo apresentava obesidade grau 3. O peso e o IMC pds operatério médios
corresponderam a 81,4 + 14,7 kg e 31,9 £ 6,7 kg/m2, respectivamente. As comorbidades mais pre-
valentes foram HAS (59%), DM (18%) e DLP (15%) (vide tabela).

Conclusdes: O perfil demografico da populagdo estudada é semelhante ao descrito na literatura.
Contudo, ha divergéncia quanto a prevaléncia de algumas comorbidades. A alta frequéncia da HAS,
consistente com os estudos brasileiros, mas superior a encontrada nos estudos internacionais, pode
dever-se a caracteristicas proprias da nossa populagdo. Por outro lado, a baixa frequéncia de osteo-
artropatias e SAHOS observada, em detrimento aos demais estudos, pode dever-se a limitagdo do
registro em prontudrio, fato limitante aos achados dessa pesquisa.
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PERFIL DE ADESAO TECNOLOGICA DOS PACIENTES COM HIPERTENSAO
ARTERIAL SISTEMICA ATENDIDOS NO AMBULATORIO DO HU/UFS
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Resumo

INTRODUCAO: A Hipertensdo Arterial Sistémica (HAS) é um importante fator de risco para do-
encas cardiovasculares como Acidentes Vasculares Cerebrais (AVC) e Infarto Agudo do Miocardio
(IAM). Hoje é um dos principais problemas de satde publica com etiologia multifatorial, que reduz
a qualidade e expectativa de vida dos individuos. Segundo diretrizes, é necessario um rastreamento
sistémico da hipertensdo, para um melhor diagnostico e tratamento precoce. OBJETIVO: Verificar
a viabilidade da criagdo de um aplicativo para dispositivos moveis que auxilie no autocuidado dos
pacientes com HAS. MATERIAIS E METODOS: Trata-se de um estudo descritivo qualitativo, rea-
lizado em 150 pacientes, através da aplicagdo de um questionario com 14 perguntas relacionadas a
adesao tecnoldgica. Os pacientes foram convidados a participar do estudo com assinatura do TCLE
e a abordagem ocorreu na pré-consulta ambulatorial. Os critérios de inclusao sdo: pacientes que
frequentam o ambulatoério supracitado; amos os géneros; idade acima de 18 anos; que possuam
celular que comporte o aplicativo. Os critérios de exclusdo sdo: pacientes que nao aceitem assinar
o TCLE; pacientes que ndo tem acesso a tensidmetro domiciliar. RESULTADOS E DISCUSSOES:
Observou-se que 87% dos pacientes possuia mais de 40 anos, 54% desconhecia o estagio de hi-
pertensao o qual estava inserido. Em relagdo aos dados tecnolégicos: 81 % possuia smartphone,
77% afirmaram que utilizariam um aplicativo para ajuda-lo no tratamento da hipertensao, 40%
dos pacientes consideram o controle pressérico a funcionalidade mais importante relacionado ao
autocuidado e somente 27% considerou ser importante o acompanhamento virtual por um médico.
CONCLUSAO: Foi observado através desse estudo, que apesar da maioria da populagio observada
ter mais de 40 anos, os mesmos tém acesso a smartphones. Entretanto, menos da metade considera
o controle pressorico uma funcionalidade importante, mas a grande maioria declarou que utilizaria
um aplicativo no qual auxiliasse um melhor tratamento da HAS, portanto, esse estudo sugere uma
adesdo tecnoldgica e uma viabilidade na utilizagdo de um aplicativo que melhorasse seu autocuida-
do relativo a sua doenga.
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PERSISTENT PRIMARY HYPERPARATHYROIDISM: A FALSE-POSITIVE LO-
CALIZATION BY SESTAMIBI SCAN DUE TO THE PRESENCE OF THYROID
NODULE
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CELLOS, L. 1. E; BANDEIRA, E.
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Resumo

INTRODUCTION: Primary hyperparathyroidism (PHPT) is a common endocrine disorder of
calcium metabolism characterized by hypercalcemia and elevated or inappropriately normal con-
centrations of parathyroid hormone. Almost always, PHPT is due to a benign overgrowth of pa-
rathyroid tissue either as a single gland (80% of cases) or as a multiple gland disorder (15-20%
of cases). PHPT is generally discovered asymptomatic. Therefore, diagnosis is determined when
hypercalcemia revealed in routine blood tests triggers further investigation. Symptomatic patients
may present nephrolithiasis, nephrogenic diabetes insipidus, bone pain, pathologic fractures, acute
pancreatitis, constipation, nausea, vomiting, anorexia, dyspepsia, muscle weakness, hypertonia. In
order to detect and locate abnormal parathyroid glands, some imaging tests, such as ultrasonogra-
phy, computed axial tomography, magnetic resonance imaging and sestamibi scan are available.
False-positive results are mainly due to the presence of lymph or thyroid nodes. OBJECTIVE: To
describe an unusual presentation of primary hyperparathyroidism. CASE REPORT: A 58-year-old
female patient, menopaused, hypertensive, in follow up for nontoxic multinodular goiter, presen-
ting serum calcium consistently elevated, associated with high levels of parathormone (PTH). It
was initiated investigation for primary hyperparathyroidism. Sestamibi scan showed an image with
an increased uptake of sestamibi agent on right lobe. The patient underwent surgery (right lobec-
tomy) and the histological findings showed Hurtle cell adenoma. After surgery, the patient persisted
with elevated levels of serum calcium and PTH. An ultrasonography was solicited, and it showed a
solid, hypoechoic node, on the inferior left lobe, measuring 0,8 x 0,8 x 0,6 cm. Histologic findings
showed hyperplasia/adenoma of parathyroid. The patient also realized another sestamibi scan and
the lesion showed, once again, increased uptake of the sestamibi agent. CONCLUSION: This case
reported shows an unusual presentation of primary hyperparathyroidism.
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POLINEUROPATIA PERIFERICA DECORRENTE DA DEFICIENCIA DE VI-
TAMINA B12 POSSIVELMENTE ASSOCIADA AO USO CRONICO DE ME-
TFORMINA: RELATO DE CASO

Autores: PACHECO, M.E.M.; BARACHO, M.M.; FIGUEIREDO, N.B

Instituigao: Universidade de Pernambuco (UPE), Campus Garanhuns

Resumo

Objetivos: Relatar o caso de paciente portador de Diabetes Mellitus tipo 2 em uso continuo de
Metformina que desenvolveu sintomatologia de polineuropatia periférica associada a baixos niveis
séricos de Cianocobalamina, apresentando melhora substancial a terapia de reposi¢ao de vitamina
B12 e discutir os postulados existentes na literatura que justifiquem essa ligagdo. Material e Méto-
dos: Os dados foram obtidos a partir da revisdo dos dados do prontuario médico do paciente no
Hospital Regional Ruy de Barros Correia (HRRBC) , analisando-se as condi¢des do paciente na
admissao hospitalar e durante sua evolu¢ao na enfermaria. Foi realizada revisao de literatura nas
bases cientificas Scielo, PubMed e UpToDate e nas revistas, no periodo de 2000 a 2019.

Resultado: SGRS, sexo masculino, 68 anos, aposentado, relatou que ha aproximadamente 3 meses
comegou a sentir parestesia nos pés, de carater progressivo, que piorava ao fim do dia e ha 1 més
evoluiu para panturrilhas e maos associada a alteragdo da sensibilidade em padrao simétrico, na
mesma regio, de carater em “bota e luva” Ha 20 dias apresentou quadro leve/moderado de ataxia e
ha 14 dias procurou a emergéncia do nosso servigo. Apresentava marcha talonante, sem tendéncia
a lateralizacdo, teste de Romberg positivo, sugerindo alteragao da propriocepgao. Sensibilidade pro-
funda comprometida. Importante salientar que o paciente possui historico de Diabetes Mellitus ha
3 anos e hd 2 anos esta em uso de 2550mg/dia de Metformina. Realizou os seguintes exames na ad-
missao: Hb: 12,3 g/dL Ht: 36,8 % RDW: 18% Leuco: 8.500/uL Plaq: 138.000 uL Glicemia: 135 mg/
dl HbA1C:7,2% Cr: 0,9 Ureia: 51 B12: 123 pg/ml T4L: 1,1 ng/dl TSH: 3,3 mU/L Ca: 8,0 mg/dL K:
4,8 mmol/L Na: 139 mmol/L VDRL: negativo HIV: negativo. Paciente foi internado na enfermaria
de clinica médica e foi instituida terapia de reposi¢ao de vitamina B12 1000 mcg IM em dias alter-
nados e suspensdo provisoria da Metformina, com inicio de insulinoterapia. Apresentou melhora
substancial com normaliza¢ao da marcha e reducdo da polineuropatia sensitiva. Conclusoes: A
vitamina B12 desempenha um papel fundamental no desenvolvimento, mielinizagdo e manuten¢ao
do sistema nervoso central e periférico. Sua deficiéncia é frequente na populagdo com DM2 sob uso
de Metformina e a justificativa fisiopatologica para essa associagao nao é consensual, no entanto,
considera-se que a metformina afeta o normal funcionamento do receptor/transportador do com-
plexo fator intrinseco - vitamina B12 por mecanismos dependentes do calcio.
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POLYOSTOTIC FIBROUS DYSPLASIA PRESENTING AS A TRAUMATIC
FRACTURE IN A YOUNG MAN

Autores: ARRUDA, 1.S.S'; MENDES, L.J.'; BANDEIRA, E

Institui¢do: 'Unit of Endocrinology and Diabetes, Agamenon Magalhdes Hospital (Recife, Pernam-
buco);

Resumo

INTRODUCTION: FIBROUS DYSPLASIA (FD) IS A BENIGN INTRAMEDULLARY FIBRO-OS-
SEOUS LESION, CHARACTERIZED BY REPLACEMENT OF NORMAL BONE AND MARROW
BONE BY FIBROUS TISSUE. POLYOSTOTIC FIBROUS DYSPLASIA IS A FORM OF FD WHE-
RE MULTIPLE BONE ARE INVOLVED. CASE REPORT: 23 YEAR-OLD MALE, WITHOUT CO-
MORBITIES, PRESENTED WITH RIGHT FOREARM FRACTURE DUE TO A MOTORCYCLE
ACCIDENT. RADIOGRAPHIES SHOWED LYTIC LESIONS IN PROXIMAL RIGHT RADIO
AND ULNA WITH PRESERVED CORTICAL BONE AND A OBLIQUE PROXIMAL DIAPHY-
SIS ULNA FRACTURE. DURING INVESTIGATION, WE PERFORMED A MAGNETIC RESO-
NANCE IMAGING OF RIGHT FOREARM, WHICH SHOWED A 11 CM INSUFLANT OSTE-
OLYTIC INJURY IN THE BONE MARROW, ADELGATING THE BONE CORTICAL OF ULNA,
WITH LITTLE PERIPHERAL IMPREGNATION OF PARAMAGNETIC CONTRAST AND
TWO SMALL OSTEOLYTIC INJURIES WITH HYPERSINAL IN T2-WEIGHTED SEQUENCE
IN MIDDLE-THRID ULNA MEASURING UP TO 1.3 CM. BONE SCINTIGRAPHY SHOWED
AN INCREASED UPTAKE AT RIGHT PROXIMAL ULNA AND RIGHT TIBIA. RIGHT FORE-
ARM BIOPSY WAS DONE AND DIAGNOSTIC OF BONE DYSPLASIA. BLOOD TESTS: CTX
(C-TERMINAL TELOPEPTIDE TYPE 1) 0.271; 25-HYDROXY VITAMIN D 38.1; PTH 39.6; FA
65; ALBUMEN 4.8; CALCIUM 9.5; UREA 28; CREATININ 0.7, HEMOGLOBIN 16.5; HEMATO-
CRIT 48.1. CONCLUSION: THIS CASE ILLUSTRATES A RARE PRESENTATION OF PATOLO-
GICAL FRACTURE WHICH MANAGEMENT REMAINS CHALLENGING.
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POTENTIAL CLINICAL BENEFIT OF HALF-DOSE OF METFORMIN-ASSO-
CIATED DAPAGLIFLOZIN
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Resumo

INTRODUCTION: Available drugs in the Brazilian public health system used on type 2 diabetes
(T2D) treatment are metformin, sulfonylureas and insulins. Dapagliflozin is a sodium/glucose co-
transporter inhibitor and, besides glycemic control, it influences weight loss and blood pressure
control. However, this medication has a higher cost and has limited use by the public services.

OBJECTIVE: To evaluate the effects of replacing sulfonylureas and/or insulin with low doses of
dapagliflozin (5mg/day) combined with metformin 1500 mg/day, in the control of blood glucose,
weight and systemic blood pressure.

METHODS: This is a cross-sectional epidemiological study, applied at the endocrinology outpa-
tient care of Lauro Wanderley University Hospital, Jodo Pessoa-PB. Thirty medical records were
evaluated and had their weight, body mass index (BMI), systemic blood pressure, fasting glucose
and glycated hemoglobin (HbA1c) analyzed.

RESULTS: The sample was divided into three groups according to the period of the medication
usage (baseline characteristics, 2-4 months and 6-9 months). The average age of the sample was 55
years (55.3 £ 5) and the mean years of DM2 was 6 (6.3 * 2.2). Initially the mean of BMI was 36 kg/
m2 (36.4 £ 2.9), weight 91.68 kg (91.7 £ 10.0), fasting blood glucose 165.33 mg/dL (163.7 + 21.8),
HbAlc 8.07% (8.0 + 0.4), systolic blood pressure (SBP) 130.33 mmHg (130.3 + 6.2) and diastolic
blood pressure (DBP) 83.45 mmHg (83.3 + 4.2). After 2-4 month period of replacement of sul-
fonylureas and/or insulin with dapagliflozin 5 mg and metformin 1500 mg, there was a significant
reduction in the BMI 34.93 kg/m2 (34.9 + 2.8; p <0.000) and in the weight 87.82 kg (87.8 + 9.2; p
<0.000). After 6-9 months, in addition to weight reduction 86.73 kg (86.7 + 8.4; p <0.004) and BMI
34.21 kg/m2 (34.2 £ 2.8; p <0.000), there was a significant reduction in SBP 122 mmHg (122.0 + 6.0;
p <0.020) and DBP 77.5 mmHg (77.5 + 3.2; p <0.005), HbA1c also had a decrease, despite it was not
statistically significant.

CONCLUSION: Dapagliflozin 5 mg combined with metformin 1500 mg, instead of insulin and/or
sulfonylurea, had provided extra-glycemic and metabolic benefits through weight reduction and
systemic blood pressure. Therefore, it should be considered to be distributed widely among public
health patients.
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PREGNANCY-INDUCED OSTEOPOROSIS ASSOCIATED WITH MULTIPLE
VERTEBRAL FRACTURES PRESENTING IN THE EARLY POSTPARTUM PE-
RIOD

Autores: MARQUES, K.C.EPa; DANTAS, R a ; FERNANDES, W.Da; BANDEIRA, E a; BANDEI-
RA, Fa

Institui¢do: aDivision of Endocrinology, Diabetes and Metabolic Bone Diseases, Agamenon Maga-
lhaes Hospital. University of Pernambuco Medical School, Recife, Brazil.

Resumo

INTRODUCTION: Osteoporosis in pregnancy is a rare, self-limiting condition characterized by in-
creased bone reabsorption and decreased bone mineral density (BMD), whose pathophysiological
mechanisms are uncertain. It usually occurs during the third trimester or immediate postpartum
period, when calcium mobilization and bone reabsorption are increased to provide substrate for
bone formation of fetus and growing newborn respectively. If maternal calcium intake during preg-
nancy and breastfeeding is insufficient to supply maternal and fetal/newborn demands, reabsorp-
tion of maternal skeleton will occur during the third trimester/early postpartum period. Treatment
is based on administration of calcium salts, cholecalciferol, teriparatide (TPT) and bisphospho-
nates. OBJECTIVE: To report three cases of osteoporosis in pregnancy. CASE#1: A 31-year-old
woman, with no previous comorbidities, started with persistent low back pain with no relation to
local trauma or falls in the first trimester of pregnancy. She evolved with progressive worsening of
pain that has persisted after birth. She had breastfed her baby after delivery. During the investiga-
tion, laboratory tests showed: Ca: 8.1 mg/dL (8.5 to 10.5 mg/dL); P: 2.98 mg/dL (2.5 to 4.5 mg/dL);
Alb: 3.8 g/dL (3.5 to 5.2 g /dL); serum 25(OH)D: 12 ng/mL (30 to 60 ng/mL) and spine radiograph
showed severe vertebral fracture at D3. LSBMD was 0.815 g/cm2, T score: -2.9; FNBMD 0.752 g/
cm2, T score: -1.9. Calcium carbonate 1.5g per day and vitamin D replacement was then initiated
with loading doses of 50,000 IU per week for 8 weeks followed by a maintenance dose of 14,000 IU
per week. She has evolved with significant improvement in back pain. Post-treatment laboratory
tests: Ca: 8.3 mg/dL; Alb: 4.5 g/dL; P: 3.8 mg/dL; serum 25(OH)D: 41.4 ng/mL. One year later,
changes in BMD were as follows: LS: + 29,5% (T score: -1,1); FN: + 14% (T score: -1,2). CASE#2: A
36-year-old woman, five years postpartum detected D8 fracture. Laboratory tests: Ca: 9.4 mg/dL;
AF: 78 U/L (36 to 110 U/L); 25(OH)D: 52 ng/mL; PTH: 33 pg/mL (18.5 to 88 pg/mL); CTX: 178
pg/mL (25 to 573 pg/mL) and DXA showing: LSBMD 0.868 g/cm2, T-score: -3.1; FNBMD 0.690
g/cm2, T-score: -2.5. Calcium carbonate 1.2g per day associated with 1,000 IU of vitamin D3 were
started. Afterwards, teriparatide (TPT) for 3 months followed by a course of ibandronate (IBT) for
6 months were done. One year later, changes in BMD showed stability in LS and gain in FN: + 14%
(T score: -1,7).

CASE#3: A 38-year-old woman presented with severe low back pain three months after caesarian
delivery and was diagnosed with multiple spontaneous clinical vertebral fractures (T7, T8, T10,
T12). In addition, serum CTX was 678 pg/mL and intense reduction BMD was evidenced by the
DXA: LSBMD 0.575 g/cm2, T-score -5.8; FNBMD 0.648 g/cm2, T-score -3.0. Treatment was started
with vitamin D 14,000UI per week, 1.5g calcium supplementation per day plus short course of TPT



for 3 months, followed by oral bisphosphonate for 6 months (risedronate 150mg per month), with
good response according to tests: CTX: 158 pg/mL and DXA one year later as follows: LS: + 8% and
stability in FN. CONCLUSION: These cases illustrate a rare complication of pregnancy.
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ACUTE PSYCHOSIS ASSOCIATED WITH OVERT THYROTOXICOSIS DUE
TO GRAVE’S DISEASE IN PREGNANCY.
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Resumo

Introduction: Thyrotoxicosis commonly causes psychiatric disorders (60%), leading to anxiety,
emotional lability and irritability, being uncommon psychotic manifestations. Psychosis is present
in 1% of thyrotoxicosis patients, and its severity and duration, as well as family history, pregnancy
and postpartum, are risk factors for triggering psychosis. Objective: To describe a case of hyper-
thyroidism psychosis aggravated in pregnancy. Case report: A 30 year-old pregnant woman was
diagnosed with hyperthyroidism at the 20th week of pregnancy, when she presented anxiety, tachy-
cardia (130 bpm), with fine extremity tremor, proptosis, eyelid retraction (Clinical Activity Score
1/7 and grade 1) and nodular goiter, without thrill or heart murmur. At tests: TSH 0.0mU/L, total
T3> 6.0ng/dL and free T4 3.91ng/dL; heterogeneous thyroid ultrasound, increased vascularization,
with nodules 2.2 x 1.4cm in isthmus and 1.2 x 0.9cm in the left lobe. A year before she had started
involuntary weight loss (10 kg in 6 months), goiter and logorrhea. In irregular use of medications
(Metimazol and Metoprolol), with serum TSH <0.01mU/L, total T3 1.97ng/dL and free T4 2.02ng/
dL, at 28 weeks gestation, presented visual and auditory hallucinations, aggression, restlessness and
delusions of persecution and infidelity, therefore treatment was replaced for Propiltiouracil (PTU)
and Propranolol. However, at the 29th gestational week, with TSH 0.01mU/L, total T3 1.28ng/dL
and free T4 2.03ng/dL, it was decided to return to Metimazole and Metoprolol. The patient was
readmitted at the 34th gestational week with a psychotic episode, with a Burch and Wartofsky score
of 40, having PTU adjusted and emergency cesarean section performed, along with haloperidol 6
mg/day plus clorpomazina 25 mg/day and prometazina 75 mg/day. In the postpartum period, an-
ti-TPO 455U/mL was detected. Patient improved agitation and disorientation and lab results were
as follows TSH <0.01mU/L, total T3 1.02ng/dL and free T4 1.31ng/dL. Burch and Wartofsky score
to went down to 30. Conclusion: This case illustrates a rare complication of pregnancy-associated
thyrotoxicosis.
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PUBERTAL INDUCTION BY CROSS-SEX HORMONE THERAPY IN TRANS-
GENDER BOYS WITH SEVERE GENDER DYSPHORIA
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Resumo

INTRODUCTION: During the past decade, clinicians have progressively acknowledged the su-
ffering of children and young adolescents with gender dysphoria (GD)/gender incongruence. In
some forms of GD/gender incongruence, psychological interventions may be useful and sufficient.
However, for many of them the pubertal physical changes are unbearable. As early medical inter-
vention may prevent psychological harm, various clinics have decided to start treating children and
young adolescents with GD/gender incongruence with puberty-suppressing medication (a GnRH
analog). As compared with starting gender-affirming treatment long after the first phases of pu-
berty, a benefit of pubertal suppression at early puberty may be a better psychological and physical
outcome. On the other hand, the use of hormonal interventions, often referred to as cross-sex or
gender affirming hormones, to promote the development of desired secondary sex characteristics
in transgender persons can be considered in carefully screened and counseled children with se-
vere gender dysphoria. OBJECTIVE: To describe two cases of pubertal induction in prepubertal
children with severe GD. CASE #1: A prepubertal 10-year-old transgender boy was referred to the
division of Endocrinology for cross-sex hormone therapy. Severe GD initiated at 7-year-old. It was
initiated testosterone cypionate 100 mg per month. The patient was evaluated with laboratory and
image exams every 3 months. The serum testosterone, estradiol, LH, FSH before treatment were <
10 ng/mL, < 20 ng/mL, 0.84 mIU/mL, 4.17 mIU/mL, respectively. The target high was 169 cm for
girl and bone age was 9 years also for girls. After 3 and 6 months of treatment, an increase on serum
testosterone and a decrease on serum estradiol were observed with no bone age advance or loss
on final stature for both male and female target high. CASE #2: Another prepubertal 10-year-old
transgender boy was referred to the division of Endocrinology for cross-sex hormone therapy. Se-
vere GD initiated at 3-year-old. It was also initiated testosterone cypionate 100mg per month. The
patient was evaluated with laboratory and image exams every 3 months. The serum testosterone,
estradiol, LH, FSH before treatment were 0.14 ng/mL, 12 ng/mL, 0.06 mIU/mL, 1.86 mIU/mL,
respectively. The target high was 164,5 cm for girl and bone age was 10 years also for girls. After 3
and 6 months of treatment, an increase on serum testosterone and a decrease on serum estradiol
were observed and there was bone age advance, but no loss on final stature for both male and female
target high when used Bayley-Pinneau method for height prediction.

CONCLUSION: These cases illustrate the benefit of early cross-sex hormone therapy in transgen-
der individuals.
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REDUCAO DE BOCIO MERGULHANTE COM USO DE I0DO-131 EM PA-
CIENTE DE ALTO RISCO CIRURGICO
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Resumo

INTRODUCAO Define-se bécio mergulhante como o crescimento anormal e geralmente benigno
do tecido tireoidiano em diregdo a cavidade tordcica. Prevaléncia significativa no sexo feminino
entre a quinta e sétima década. Quanto a etiologia, ¢ classificado em primadrio ou secundario, sendo
este ultimo o mais comum, e, quanto a localizagao em anterolateral (90% dos casos) ou posterior.
As manifestagdes clinicas, quando presentes, caracterizam-se por sintomas compressivos, sendo a
dispnéia aos esforcos o principal. Laboriatorialmente, a maioria é eutireoidea, entretanto, descreve-
se hipertireoidismo em 25% dos casos. O diagndstico pela imagem encontra na TC ou RM maior
acuracia para morfologia, dimensdes e origem do bécio. A terapia baseia-se na cirurgia, radioiodo
e/ou TSH recombinante. OBJETIVO Relatar caso de bocio mergulhante em paciente com disfun-
¢do tireoidiana cronica, avaliar seguimento e ponderar se ha necessidade de realizagao do SPECT
aos quarto, oito e dozes meses ap6s a terapia. MATERIAL E METODOS L.C.Q, 88 anos, apresenta
TSH 0,5, anti TPO negativo e T4L normal. Tomografia computadorizada (TC) realizada em 2016
evidenciou estenose traqueal e ao USG seis nodulos tireoidianos, dos quais um no lobo direito de
dimensdes : 5,9 x 3,2 x 3,5 cm e volume de 35,5 mm3, e outro no lobo esquerdo com 5,7 x 2,8 x 3,5
cm e volume de 21,4 mm3. Citologia evidenciou bécio coloide Bethesda 2, e espirometria com pré
obstru¢do moderada. Nova TC em 2018 demonstrou redugido do calibre traqueal, a0 mesmo tempo
em que relatava queixas intermitentes de dispneia e disfagia. Em virtude da clinica, idade e comor-
bidades, e com intuito de observar a captagao glandular optou-se pela cintilografia. Encontrada
captagdo de 13% foi realizado uma dose de iodo radioativo 30 mC associado ao uso do Tyrogen 0,1
mg. Apos o uso da terapia, houve incremento da captagao para 24%. Atualmente, 4 meses apos a te-
rapia empregada, paciente encontra-se assintomatica e houve redugdo de 13% no volume do bdcio.
RESULTADO Nao ha relatos na literatura que recomendem realizar SPECT apds quarto, oito ou
dozes meses. Faz-se necessario o seguimento clinico adequado para confirmar a significativa redu-
¢do volumétrica, atenuando, dessa forma, a necessidade de realizagdo da terapia cirurgica e SPECT
nos pacientes com bocio mergulhante. CONCLUSAO Constata-se a efetividade da terapia empre-
gada ao observar a auséncia dos sintomas associado a redugao do volume do bécio. Novas pesquisas
sa0 necessarias acerca da realizagdo da periodicidade do SPECT. Atesta-se também a eficicia do
1131 nos casos de alto risco cirurgico e o éxito do rhTSH em aumentar a captagéo tireoidiana.
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Resumo

Objetivo: Relatar o caso de paciente feminina com hiperplasia adrenal congénita (HAC) por de-
ficiencia de 17- alfa-hidroxilase (17OHP) com genoétipo XY. Material e métodos: Os dados foram
obtidos a partir da revisdo dos dados coletados nas consultas ambulatoriais no periodo de Setem-
bro de 2017 a Junho de 2019 em Garanhuns. Resultados: JMC, sexo feminino, 34 anos, com desejo
de implante de silicone mamario, procurou servigo de endocrinologia para parecer. Portadora de
Hipertensao Arterial Sistémica secundaria 8 HAC por deficiéncia de 17OHP com consequente au-
mento de mineralocorticoide, tendo diagndstico confirmado aos 17 anos. Paciente relata diagndsti-
co e tratamento no IMIP, fazia uso de estrégeno e corticoide oral porém ha dois anos sem tratamen-
to.Referia osteoporose diagnosticada ha 1 ano confirmada por densitometria 6ssea (DMO) .Negava
sexarca. Ao exame fisico apresentava-se normotensa, genitalia externa feminina sem alteragdes,
porém apresentava amastia. Trazia exames laboratoriais de 2010: 17 OHP: 2,76 ng/dL; TSH: 1,93
mU/L ; Androstenediona:<0,3 ng/mL ; Aldosterona: 32 ng/dL; DHEA: 6,5 ng/dL; T4 livre: 1,25 ng/
mL; SDHEA : < 15 ug/dL ; Cortisol 92,23 ug/dL ; Estradiol 13,13 pg/mL ; Testosterona: 0,32 ng/dL
; Progesterona: 15, 63 ng/mL; LH: 23 mUI/mL ; FSH: 93,9 mUI/mL ; Creatinina: 0,7 mg/dL; K: 2,7
mEq/L; Ureia: 30,6 mg/dL;

Foram solicitados: Ultrassom (USG) pelvica e de mamas, DMO , exames laboratoriais e posterior-
mente cariotipo. Paciente ndo apresentou alteracao na USG de mama, porém na USG pélvica o
utero e os ovarios nao foram caracterizados. Apresentava DMO com osteoporose (colo do fémur:
Z score - 1,9 e coluna lombar: Z score - 3,2, e caridtipo como resultado: 46 XY.Foi prescrito Pre-
dinisona 5 mg dia , reposi¢ao de vitamina D e Estradiol 1mg e mantido Ramipril 10 + Besilato
de Anlodipino 5 mg.Paciente com PA controlada, foi liberada para cirurgia plastica. Conclusoes:
Hiperplasia adrenal congénita é um distirbio autossomico recessivo que compromete a sintese do
cortisol a partir do colesterol. No caso da deficiéncia da 17 OHP ha diminui¢ao da sintese de cor-
tisol e esteroides sexuais com aumento dos niveis circulantes de ACTH. A maioria dos pacientes é
fenotipicamente feminina, independente do gendtipo. O diagnostico quase sempre é estabelecido
apenas no periodo pos-puberal, em fun¢io da presenga de amenorreia primdria, auséncia de desen-
volvimento de caracteristicas sexuais secundarias e propor¢des eunucoides (hipogonadismo hiper-
gonadotrofico), associada a hipertensao arterial e alcalose hipocalémica. O tratamento substitutivo
com glicocorticoides resulta em normalizagdo dos niveis de ACTH e da produgao de corticostero-
na, deoxicorticosterona e 18OH-corticosterona.
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Resumo

Introduction: Diabetes Mellitus (DM) is currently classified into type 1 DM (T1DM), type 2 DM
(T2DM) and several less common modalities. Although existing diabetes classifications provide ar-
chetypes based on pathogenetic mechanisms, an important objective of clinical research in T2DM
is to identify more subtypes to accurately predict clinical outcomes and identify targeted therapies
that improve them. Objective: To stratify patients with T2DM into subgroups after variable analysis.
Methods: Clinical history parameters, anthropometric data and laboratory tests were evaluated in
patients followed at the Endocrinology and Metabology outpatient clinic of the Agamenon Ma-
galhaes Hospital (HAM). Results: Patients were classified into 5 subgroups: Cluster 1-patient with
T1DM (excluded from the study). Cluster 2 (total 17.48% - C-peptide patients <0.8 ng / ml; mean
age: 62.57 £ 8.23 (63.00) years; DM2 time: 17.07 + 7.60 (13.50) years; BMI: 22 68 + 1.95 (22.55) kg
/ m2; HBALC: 9.64 + 1.30 (9.30) %; HOMA2-IR: 0.68 + 0.14 (0.70) - (p <0.001). Cluster 3 (total
34.97% - patients with metabolic syndrome; mean age: 58.32 + 5.94 (58.00) years; DM2 time: 8.50
+ 5.07 (7.50) years; BMI: 26.39 + 2.38 (26.22) kg / m2; HBA1C: 7.53 + 0; 96 (7.40) %; HOMA2-IR:
3.10£0.43 (3.02) - (p <0.001). Cluster 4 (total 21.28% - patients with obesity and without metabolic
syndrome; mean age: 59.76 + 8.86 (58.00) years ; DM2 time: 8.35 + 3.97 (8.00) years; BMI: 35.95
+ 4.51(34.65) kg / m2; HBAIC: 7.33 + 1.04 (7.20) %; HOMA2-IR: 1.77 + 0.48 (1.88) - (p <0.001).
Cluster 5 (total 26.27% - patients age > 65 years; mean age: 72.38 + 5.06 (72.00) years; DM2 time:
4.90 + 2.81 (4.00) years; BMI: 27.21 + 1.76 (27.53) kg / m2; HBA1C: 6.91 * 0.69 (7.00) %; HOMA-
2-IR: 0.99 + 0.47 (1.07) - (p <0.001). Conclusion: Our data confirm that there is heterogeneity in
clinical and metabolic presentation of T2DM in adults.
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Resumo

Introduction: Osteogenesis imperfecta is a rare disease characterized by bone fragility and caused
by a hereditary connective tissue disorder. Objective: To report a case of osteogenesis imperfecta
refractory to pamidronate treatment and with a good response after growth hormone use. Case
report: A 6 -year-old male had a femur and tibia fracture at the age 2 year-old, On physical examina-
tion the patient presented with blue sclera. Him height is 85 cm and weight 12.7 kg. He had hetero-
zygous deletions of the entire COL1A1 gene. Treatment strategy by pharmacological approach with
Pamidronate at least 36 months (4/4months), during treatment he showed two fractures (incomple-
te fracture in femur and complete fracture in tibia). GH hormone therapy was started at dose of 0.6
mg with progression to 0.8 mg\day. During the following 18 months no fracture were observed. The
patient remained on 1200mg /day of dietary calcium and vitamin D3 1000UI/day. Discussion: Os-
teogenesis imperfecta occurs due to a qualitative or quantitative disorder in type I collagen, usually
an autosomal dominant mutation in the genes that encode their chains or the proteins involved in
their constitution. Clinical manifestations may range from teenage fractures to intrauterine fractu-
res with severe deformities, and may also include blue sclera, cardiovascular changes, hearing loss,
and ligament laxity. The diagnosis is based on clinical history, family history and radiological chan-
ges (diffuse osteopenia, thin bones, deformities). Treatment goals are to reduce fracture risk, control
pain, improve functional capacity, and prevent deformities. Bisphosphonates are the main drugs to
prevent fractures. Growth hormone has a good response in cases of short stature. Teriparatide has
an effect mainly on bone mineral density. Denosumab inhibits bone resorption. Conclusion: This
case ilustrates an unusual presentation of OI.
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Resumo

Introduction: Numerous guidelines have been developed to help physicians decide when it is appro-
priate to perform fine-needle aspiration (FNA) or follow-up of thyroid nodules. The indication of
FNA and the categorization of the nodule based on its features sonographic, however, remain con-
troversial.

Objectives: To evaluate the application of TI-RADS of the American College of Radiology on 473
nodules according to the guidelines of this classification to perform FNA.

Methods: A retrospective study conducted from February 2018 to March 2019, which evaluated 473
thyroid nodules of 314 patients who underwent TI-RADS and FNA. It was analyzed whether the
aspirated nodules followed the TI-RADS suggested guideline according to size and classification of
each nodule.

Results: In 53 aspirated nodules classified as TR 1 and TR 2: 13.21% presented size smaller than
lcm. Of the 145 TR 3 aspirated nodules: 24.14% was less than 1cm and 78.62% less than 2.5cm.
Of the 157 TR 4 nodules: 33.12% was less than 1cm and 64.33% less than 1.5cm. Of the 118 TR 5
nodules: 11.02% was less than 0.6cm and 41.53% less than 1cm. Of the 473 nodules studied, only
32.98% followed the FNA criteria suggested by TI-RADS and 69.76% were 1 cm or larger. FNA had
to be repeated in 31 (6.6%) nodules only. Most surgical cases (58%) presented malignant neoplasia
at histopathology and 18.11% of them presented lymph node metastasis.

Conclusion: TI-RADS is appropriate for assessing thyroid nodules and avoiding unnecessary FNA.
However, in this study most of the aspirated nodules did not follow TI-RADS indication, son an
overuse of FNA as a diagnostic tool was observed.
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Resumo

INTRODUCTION: Sarcopenia (SARC) is widely defined by an age-related musculoskeletal disor-
der, however, obese women, even in youth, may develop SARC. Partly justified because obesity as it
generates low-grade chronic inflammation, compromises the musculoskeletal system, predisposing
to muscle mass loss and dysfunction.

OBJECTIVE: To evaluate the frequency of sarcopenia in obese women preceding bariatric surgery.
METHODS: A cross-sectional study involving 60 obese women in the outpatient care of the Lauro
Wanderley University Hospital. Body composition was given by bio-impedance (inbody-370), mul-
tifrequency (5, 50, 250Hz) with 12 hours fasting, Handgrip Strength (HS-dominant) was evaluated
by Jamar dynamometer (3 measurements; 30 sec interval). To estimate muscle mass the following
Muscle Mass Index (MMI) was used: weight-adjusted Appendicular Skeletal Muscle Mass (ASMM):
ASMM/weight x100(%). The cutoff point for the definition of low MMI was considered as the lowest
quintile of the sample studied, as well as for a decreased HS. Sarcopenia was defined by the associa-
tion of a low MMI and a decreased HS. The study was approved by the research ethics committee
of the Lauro Wanderley University Hospital - Paraiba. Statistical analysis was made using the SPSS
software, 20th version (IBM Corp., Armonk, NY).

RESULTS: The mean age, weight and body mass index of women with sarcopenia were: 40.75 + 11
years, 102.93 + 9.58 kg, 44.88 + 2.7 kg/m2, respectively; and women without sarcopenia were: 39.23
+ 8.92 years, weight 109.19 + 14.25 Kg and 42.24 + 4.79 Kg/m2. In addition, the participants with
sarcopenia had a mean HS 21.47 + 2.48 kg and weight adjusted MMI of 17.50 + 0.53%. Women
without sarcopenia had averages of HS 30.49 + 5.10 kg and MMI of 20.18 + 1.76 %. Sarcopenia
frequency was 13.8%.

CONCLUSION: Sarcopenia was present in a considerable frequency in younger women with re-
commendation for BS, being a disorder to be considered in the evaluation prior BS.
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Resumo

INTRODUCTION: Graves’ Disease (GD), the main cause of hyperthyroidism, corresponds to 80%
of cases. Most common in women between the 2nd and 4th decades of life, with diffuse goiter
present 90% of the time. Synthesis blockers are the initial treatment although they are risk factors
for poor response: persistently suppressed TSH, TRAb> 30 U/], age > 40 years. In relapse, defini-
tive surgical or radioiodine treatment is indicated. CASE PRESENTATION: S.C.N.S, 46 years old,
hypertensive, diagnosed with GD in 2014, presenting suggestive symptoms without ophthalmopa-
thy. Performed TSH 0.01, free T4 28.7, TRAB 40 IU/ml and multi-node thyroid USG. The patient
underwent thyroid scintigraphy with homogeneous tracer uptake and to TT ECHO, with good LV
systolic function. Started treatment with Tiamazol 60mg/day. After one year using such a dose, the
patient remained hyperthyroid with TSH suppressed and then underwent a radioiodine dose of
15 mCi (Aug/2016). For the next two years, she was taking thiamazole 30mg/day and, given the
still uncontrolled hyperthyroidism, the second dose of 20mCi radioiodine (Sep / 2018) was admi-
nistered, followed by a reduction of thiamazole to 10mg/day. CASE DEVELOPMENTS: In April /
2019, she was admitted to the emergency room complaining of dyspnea, precordialgia, fatigue and
progressive lower limb edema in recent months. Chest X-ray with significant increase in cardiac
area and bilateral pleural effusion. An ECG that discarded inactive areas or ACS was performed
and was evaluated with a new TT ECHO, showing 47% ejection fraction, increased LV with mild
diffuse hypokinesia and signs of mild pericardial effusion. Given the history, thyroid function was
requested with TSH 33.6 and T4L < 0.4. Levothyroxine 50 mcg was started, with progressive im-
provement of symptoms, being increased on an outpatient basis to the current dose of 75 mcg, with
good thyroid control and complete resolution of edemigenic syndrome. CONCLUSION: This case
illustrates an anusual presentation and follow-up of Graves hipertireoidism.
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Resumo

Introduction: Mauriac’s Syndrome is a rare complication of type 1 Diabetes Mellitus (TIDM), cha-
racterized by accumulation of hepatic glycogen. It affects all ages, especially children and adoles-
cents, with different spectra. The gold standard for diagnosis is liver biopsy and its treatment is me-
tabolic control, which allows regression of the disease. Objective: To report a case of hepatomegaly
in adolescents with pubertal delay and short stature associated with glycemic dysfunction compa-
tible with Mauriac Syndrome. Methods: description of the clinical case and findings in laboratory
and imaging exams in a patient followed at the endocrinology and metabolology outpatient clinic of
Agamenon Magalhaes Hospital (HAM). Results: Patient, 14 years old, male, following T1IDM. DM
diagnosed five years ago, in the presence of signs of decompensation and hospitalization for hyper-
glycemic complication (ketoacidosis). He evolved with difficult to control dysglycemia, requiring
hospital based insulin adjustments. Physical examination showed lipodystrophy in the limbs, glo-
bose abdomen with hepatomegaly, Tanner G2P1 pubertal stage, testicular volume corresponding to
6CC and short stature (height 140 cm and target height (TH): 163 cm). Initial tests: X-ray of bone
age: 11 years; follicle stimulating hormone (FSH): 6.79 mUi / mL (1.4 to 18.10 mUi / mL); luteini-
zing hormone (LH): 3.43 mUi/ mL (1.5 to 9.3 mUi / mL); total testosterone 0.47 ng / ml (280 to 800
ng / ml); insulin-like growth factor 1 (IGF-1): 88.6 ng/ mL (143 to 506 ng / mL); insulin-like growth
factor binding protein 3 (IGFBP-3): 5.2 ng / mL (3.1 to 9.5 ng / mL); aspartate aminotransferase
(AST): 59 U/ L (up to 40U / L); alanine aminotransferase (ALT): 70 U / L (up to 31U / L); triglyce-
rides (TG): 618 mg / dL (<150mg / dL); total cholesterol (TC): 364 mg / dL (<200md / dL); plasma
glucose: 444 mg / dL (70 to 99 mg / dL); glycated haemoglobin (HBA1c): 9.2% (<6.5%); abdominal
ultrasonography (US) with non-specific hepatomegaly. After metabolic control, the patient evolved
with improvement in clinical parameters and complementary exams. Conclusion: Patient with he-
patomegaly and decompensated T1DM, being Mauriac’s Syndrome the main diagnostic hypothesis
considered, due to its association with phenotypic characteristics of short stature and pubertal de-
lay, besides low IGF-1, normal IGFBP-3 and dyslipidemia.
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Resumo

INTRODUCTION: Testosterone (T) therapy is commonly administered to female-to-male (FTM)
transgender patients. Since its introduction in the 1930s, parenteral T has typically been administe-
red intramuscularly. However, intramuscular (IM) administration of T has drawbacks such as pain,
bruising, and the frequent necessity to arrange injections by a medical provider or other person. T
undeconoate provides an option for IM injections at 10-week intervals but is available only throu-
gh a risk evaluation and mitigation program because of the risk of pulmonary oil microembolism.
Transdermal T formulations (patches and gels) can also have limitations such as local reactions,
poor adhesion, fear of skin-to-skin transmission, unpleasant odor, lack of insurance coverage or
high copays, and limited patient acceptance. Subcutaneous (SC) insertion of T pellets is available
but has been limited by the need for surgery, the possibility of infection, fibrosis or pellet extru-
sion, limited data regarding efficacy, inflexibility of dosing, and limited acceptance. In this context,
studies of SC T administration suggest that the SC route may be a safe, convenient, and effective
alternative to currently available options. OBJECTIVE: To describe SC T administration benefits in
a transgender man comparing to IM administration. CASE REPORT: A 24-year-old transgender
man was referred to the division of Endocrinology for cross-sex hormone therapy. Gender dyspho-
ria initiated at 12-year-old. He started sex transition using IM T cypionate (200 mg) every 21 days.
The patient administrated this drug for 5 months. The serum estradiol and LH before treatment
were 105 ng/mL and 6,5 mIU/mL, respectively. Serum testosterone level after the fifth administra-
tion was 1500 ng/dL. As sustained supraphysiologic levels of T increase the risk of adverse reac-
tions, should be avoid. So, it was decided SC T administration as an option to IM. After 2 months
of SC T, serum testosterone levels decrease to 779 ng/dL (normal range is typically 320 to 1000 ng/
dL) and serum estradiol and LH were 33 ng/mL and 4,2 mIU/mL, respectively. Biological effects of
SC T administration were apparent with the development of amenorrhea, deepening of voice and
the appearance of facial hair. CONCLUSION: This case illustrates a novel way for testosterone ad-
ministration in transgender men patients.
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Resumo

Introdugdo: O hiperparatireoidismo primario (HPTP) ocorre em cerca de 0,3% da populagdo geral
e tem os adenomas de paratireoide como causa em cerca de 90% dos casos'.

A ultrassonografia (USG) e a cintilografia com 99mTc sestamibi (MIBI) sdo os métodos mais utili-
zados para obter a localizagdo da glandula anormal®. Além disso, a Tomografia Computadorizada
Quadrimensional (TC 4D) ¢ uma alternativa viavel em casos com imagem negativa ou discordante.
A precisao do diagndstico com a TC 4D traz informagdes que contribuem para a realiza¢ao da para-
tireoidectomia direcionada®. Objetivos: Relatar um caso de HPTP nao diagnosticado commétodos
de imagem convencionais, sendo necessario a realizagdo de TC 4D para compensar as sensibilida-
des limitadas da USG e da cintilografia. Relato do Caso: Mulher, 57 anos, encaminhada ao nosso
servigo para investigagdo de hipercalcemia (Calcio fev/17: 11,3), com relato de dor em membros
inferiores e artralgiaem joelhos. Tinha diagndstico de diabetes, hipertensao, dislipidemia e passado
de nefrolitiase. Realizou USG de tireoide (15/10/19): N1: nddulo solido, isoecoico, em lobo direito,
medind00,9x0,6cm; N2: sélido, hipoecdico, medindo 0,6x0,4cm. Durante investigagao, foi eviden-
ciadoTSH 8,2, T41 0,98, PTH 84,7, Ca 10,7, Vitamina D 25, sendo realizado reposi¢ao de vitamina
D, com normalizac¢ao e novo PTH de 181,7. Para localiza¢do da hiperfunc¢io da paratireoide, foi
realizado MIBI(23/01/19): sem evidéncia de hiperplasia e/ou adenoma de paratireoides. Devido a
persisténcia dos achados laboratoriais, a forte suspeita de HPTP e a indicagao de abordagem cirtr-
gica, foi optado por realizar TC 4D. TC 4D de pescogo (09/08/19): imagem nodular em plano pro-
fundo da tireoide em tergo inferior do lobo direito, com realce hipercaptante em relagdo ao restan-
te da tireoide, medindo 0,9x0,7cm, com possibilidade de paratireoide intratireoideana. Realizado
PAAF de nddulo supracitado (27/09/19): Bethesda II. Paciente foi encaminhada para realiza¢ao de
abordagem cirurgica, apesar da inconclusao dos achados de imagem, porém com TC 4D indicando
possibilidade de lesao em paratireoide a direita. Conclusao: Este relato ressalta a contribuicao da TC
4D no diagnéstico HPTP. O exame se mostra 1til na localizagdo das glandulas anormais nao visu-
alizadas em imagens tradicionais. Isso leva a um tratamento menos invasivo, trazendo beneficios,
como menos complicagdes no pds-operatdrio e alta hospitalar precoce®.
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Resumo

Introduc¢do: Diabetes mellitus tipo 2 (DM2) é muito comum na IC. Quando presente, é a compli-
ca¢do mais incapacitante e de maior letalidade no DM2. O controle precoce do DM2 é de extrema
importancia para se prevenir esta e outras complicagdes da doenga. Metodologia: Foi feito uma
revisdo sistematica da literatura nos ultimos 10 anos nos principais banco de dados mundiais, entre
eles Scielo, Pubmed e EBSCO. Resultados: A partir da exigéncia do FDA que todos os novos anti-
diabéticos apresentassem estudos de seguranga cardiovascular apds os desastrosos desfechos com
o uso da osiglitazona, o tratamento do paciente diabético tem se deparado com novas drogas com
resultados extremamente animadores em relacdo ao tratamento e seguranga cardiovascular, posi-
tivos no quesito reducdo de desfechos duros: redugdo de mortalidade total e cardiovascular, além
de hospitaliza¢ao por IC. A de compensa¢ao da IC no diabético é mais comum e mais grave, tendo
sido agravado, por exemplo, com drogas como a saxagliptina, um inibidor DPP4, contra-indicada
nestes pacientes. A partir do estudo EMPAREG, utilizando-se a empaglifozina, um otimismo eu-
forico tomou conta dos estudiosos deste campo, onde se observou um redugdo de hospitaliza¢do
por IC de 35%, sendo também benéfico nos subsequentes estudos CANVAS(canaglifozina) e DE-
CLARE(dapaglifozina). O mecanismo de a¢ao advém de um efeito diurético do grupo, associado
ao “metabolico” e vascular, com redugao da pressao arterial. Houve redugao significativa de bio-
marcadores da IC (Nt-proBNP). Os resultados tém sido tdo promissores e brilhantes, que um novo
ensaio clinico com da dapaglifozina foi desenhado para o tratamento da IC em subgrupo formado
de nao-diabéticos: estudo EMPEROR-Reduced e EMPEROR-Preserved. Um novo estudo sobre a
dapaglifozina, DAPA-HE, evidenciou sua eficacia em pacientes com IC, inclusive em subgrupo de
pacientes sem DM2. Conclusdo: IC é extremamente comum e grave em pacientes diabéticos e seu
tratamento foi substancialmente melhorado com o surgimento de novas classes — sobretudo os ini-
bidores da SLGT2, chegando ao ponto de se desenharem ensaios clinicos randomizados para tratar
a IC com estes novos hipoglicemiantes em pacientes nao-diabéticos, levando-nos a pensar: seriam
drogas para patologias cardiovasculares que também reduzem a glicose?
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UNEXPECTED PREGNANCY IN AN AMENORRHEIC ACROMEGALIC PA-
TIENT
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Resumo

INTRODUCTION: Acromegaly is a rare disease due to excessive growth hormone (GH)/insulin-li-
ke growth factor-1 (IGF-1) secretion, usually by a pituitary macroadenoma. Diagnosis is generally
made at middle age meaning that fertility and pregnancy are not major issues for the majority of
female patients. Fertility is commonly impaired in patients with acromegaly, owing to hypopituita-
rism and a decreased gonadotropin reserve due to destruction or compression of gonadotroph cells;
hyperprolactinemia due to a mixed GH-prolactin (PRL) adenoma; pituitary stalk compression,
resulting in hypothalamic-pituitary-ovarian axis dysfunction; or excessive GH/IGF-1 secretion,
sensitizing the ovaries to gonadotropin stimulation. The importance of pregnancy in acromegaly
relates to the fact that its comorbidities (diabetes, hypertension) carry a significant risk to both the
fetus and the mother, as compared to the gestation of healthy women. Additionally, complications
related to pituitary tumor expansion can also occur. CASE REPORT: A 39-year-old woman with
irregular outpatient follow-up and a diagnosis of acromegaly for 11 years. Pituitary MRI revealed a
40 x 30 x 32mm macroadenoma. Her GH was 28.5 ng/mL (0.3 ng/mL) and IGF-1 1262 ng/mL (63-
223 ng/mL). She underwent a first transsphenoidal surgery. Ten years later, she underwent a second
operation because of residual tumor (34 x 24 x 24mm on pituitary MRI), high GH 35.2 ng/mL and
IGF-1 levels of 1600 ng/mL. Laboratory tests postoperative showed GH 33.43 ng/mL, IGF-1 1000
ng/mL, TSH 1.46 uUI/mL (0.27 - 4.20 pUI/mL), fT4 1.10 ng/dL (0.93-1.70 ng/dL), PRL 2.67 ng/
mL (3.4 - 24.1 ng/mL), FSH 0.64 mUI/mL (1.7-21.5 mUI/mL; varies with menstrual cycle phase),
LH 0.75 mUI/mL (1-95.6 mUI/mL;varies with menstrual cycle phase), plasma glucose 129 mg/dL
(70 - 99 mg/dL), creatinine 0.29 mg/dL (0.8-1.2 mg/dL). After the operation she was still amenor-
rheic. Somatostatin analogs and dopamine agonists were started. Seven months after the operation,
she reported nausea, vomiting and abdominal pain. Due to long term amenorrhea without method
contraceptive was evaluated at emergency and diagnosed pregnancy in the second trimester, howe-
ver, evolved to a miscarriage. CONCLUSION: This case ilustrates an unusual form of pregnancy.
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VARIABILIDADE GLICEMICA ELEVADA E OBSERVADA EM TESTE ORAL
DE TOLERANCIA A GLICOSE EM PACIENTES APOS CIRURGIA BARIATRI-
CA
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Resumo

Introdugdo: Apesar da remissdo de patologias relacionadas ao aumento do risco cardiovascular em
pacientes ap0s cirurgia bariatrica, alguns estudos vém demonstrado que ocorre uma alta variabili-
dade glicémica nesses pacientes. Objetivo: Avaliar a variabilidade glicémica durante o teste oral de
tolerancia a glicose com 100 g de dextrosol (TOTG 100 g) em pacientes apos cirurgia bariatrica.
Material e métodos: pacientes ap6s cirurgia bariatrica foram submetidos a aplica¢ao de questiona-
rio e a0 TOTG 100 g com dosagens de glicose seriados, a cada hora e no momento em que houvesse
sintomas de hipoglicemia ou glicemia capilar < 45 mg/dl com ou sem sintomas. Os resultados da
glicemia dos tempos zero, 60 minutos e no momento de sintomas de hipoglicemia ou glicemia
capilar < 45 mg/dl foram utilizados para calculo da variabilidade glicémica pelos métodos desvio
-padrao, amplitude das excursoes glicémicas e coeficiente de variagdo. Resultados: Os 16 pacientes
tinham idade entre 28 e 52 anos, 12 eram do género feminino. A grande maioria foi submetida a
BGYR e apenas 1 paciente a gastrectomia vertical, com tempo médio de 5,3 anos entre a cirurgia e a
realizagdo do TOTG 100g. A média da glicemia no tempo zero foi de 78,7 mg/dl. Na primeira hora,
foi de 165 mg/dl. Ao final do teste a média de glicemia foi 36,3 mg/dl. A variabilidade glicémica
média, entre os 16 pacientes, calculada pelos métodos desvio-padrao, amplitude das excursoes gli-
cémicas e coeficiente de variacao foram 62,5; 129,4 e 65,2. Conclusdes: Assim como visto em outros
estudos, ha uma ampla variabilidade glicémica em pacientes apds cirurgia bariatrica.
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SWITCHING FROM MORE THAN 50 FRACTURES DURING CHILDHOOD
TO NO FRACTURE DURING ADULTHOOD IN UNTRECTED TYPE III OI:
CASE REPORT
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ROS, PH., BANDEIRA, E.
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Resumo

INTRODUCTION: Osteogenesis imperfecta (OI) is the most common inherited form of bone fra-
gility and includes a heterogenous group of genetic disorders with a variable clinical presentation
and which most commonly result from defects associated with type 1 collagen. The hallmark of the
disease is bone fragility but other tissues are also affected. Intravenous bisphosphonates (BPs) are
the most widely used intervention, having significant favorable effects regarding areal bone mineral
density (BMD) and vertebral reshaping following fractures in growing children.

CASE REPORT: A 26-year-old female presented lower limb fracture at birth during a cesarean
section when she was diagnosed with OI. During childhood, she remained untreated and presen-
ted more than 50 fractures in the lower limbs. After 1st menstruation, the fractures ceased. She
was referred to our service by an orthopedist due to her bone malformation for follow-up. There
is no precedent in her personal and family history, but her second child was diagnosed with O],
presenting intrauterine fracture. On examination, the patient presented slight forehead deformity,
blue sclera, bilateral tibial and fibular curvature, with a short MID. Short stature evident, but with a
normal torso and shoulder girdle. She presented serum calcium 8.6 mg/dL, phosphorus 3.8 mg/dL,
alkaline phosphatase 78 U/L, vitamin D 26.5 ng/mL and other normal serum urinary parameters.
Thus, after meeting the clinical and radiological arguments, the diagnosis of osteogenesis imperfec-
ta stage IIL.

DISCUSSION: The OI has skeletal and extra-skeletal features, such as increased susceptibility to
severely variable fractures, typical clinical signs; with blue sclerocytes, dentinogenesis imperfecta,
short stature and bone deformities. It also results in coagulation and healing abnormalities, eleva-
ted basal metabolism, airway obstruction, and cardiovascular abnormalities. The latter are mainly
based on the signs and symptoms, in particular the presence of blue sclerodes and imperfect denti-
nogenesis. The multifaceted treatment is based on physical therapy, rehabilitation and orthopedic
surgery, which are the pillars of disease management. Intravenous bisphosphonates appear to pro-
vide benefits. The latter, oral and intravenous, although not curative, are powerful anti-resorptive
agents, confirmed by histomorphometric studies, and effective complement to comprehensive care,
widely administered for the treatment of all types of OI. Clinical trials have shown its efficacy in
improving BMD and remission of clinical symptoms.

CONCLUSION: This case illustrates the description of a rare bone metabolism disease in a patient
who had more than 50 fractures during childhood.
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INSULINOMA OF THE PANCREATIC HEAD LOCALIZED BY ENDOSCOPIC
ULTRASOUND
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INTRODUCTION: Insulinoma is the neuroendocrine tumor of the pancreas responsible for en-
dogenous hyperinsulinism. It is rare, usually isolated and benign, and in 5-10% of cases may be
associated with genetic syndromes. The symptoms are related to the Whipple triad. Diagnosis is as-
sessed with prolonged fasting test and plasma glucose, insulin and C-peptide levels; or the dosage of
betahydroxybutyrate. Imaging methods contribute to tumor localization and planning of definitive
surgical treatment of insulinoma.

CASE REPORT: A 30-year-old male patient, obese (BMI 32 kg/m?2), had adrenergic and neurogly-
copenic symptoms one year prior, associated with hypoglycemia, and presented convulsive seizure
during capillary glucose 18mg/dl. Investigation into insulinoma with prolonged fasting test (in the
presence of hypoglycemia) and serum insulin level 29.46 mcUl/ml and peptide C 5.18 ng/ml was
diagnosed. Laboratory tests were performed: fasting glucose 60mg/dl, vitamin D 17.3ng/ml, corti-
sol 21.5 mcg/dl, insulin 28.8 mcUl/ml, IGF-1 165 ng/ml, prolactin 15.32 ng/ml, TSH 2.21 mcU/ml,
FSH 3.43 mUI/ml, glycated hemoglobin 4.5%, amylase 48 U/, lipase 77 U/], total cholesterol 139
mg/dl, HDL cholesterol 38 mg/dl, LDL cholesterol 81 mg/dl, urea 26mg/dl, creatinine 0.6mg/dl and
unreacted HIV. CT scan and MRI of the abdomen that did not identify alterations in the pancreas.
Inconclusive celiac trunk catheterization. Tumor location was identified by endoscopic ultrasound,
with a lesion of 1.5 cm in the head of the pancreas. The patient underwent surgery with removal of
the benign neuroendocrine tumor. The patient evolved with improvement of clinical presentation,
vitamin D replacement and significant weight loss (BMI 24 kg/m2).

CONCLUSION: Insulinoma is a rare disease with laboratory diagnosis, but needs tumor localiza-
tion for definitive treatment. As 90% of insulinomas are smaller than 2cm, the negative image does
not rule out the possibility of a lesion. This case illustrates a rare cause of seizures in a young male.
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