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NORTH AMERICA & CARIBBEAN EUROPE

Half the global diabetes healthcare spending 1in 7 adults in this region is at risk
occurs in this region of type 2 diabetes

USD 1in every USD 4 of the global diabetes 11in 6 live births is affected by
healthcare spending occurs in this region hyperglycaemia in pregnancy

3 : 2045
46milion % ¢ . - 3 67 milli
2017 )5 i i o milion

58mil

201

»
.

WESTERN

PACIFIC

39million " 1in 3 adults with

2017 P diabetes lives

in this region

MIDDLE EAST i S dsaths

AND NORTH AFRICA % _attributable to

1in 5 live births are dianetes happen

affected by hyperglycaemia in this region
in pregnancy

e

- _ 1out of 2 deaths due to 2045

J diabetes were in people 183mini
+62% Jl.%( ) under the age of 60 mm—
26million K
2017 &Y,
SOUTH AND
CENTRAL AMERICA

2 out of 5 people with
diabetes were undiagnosed

2045
41 milion
Only 4% of global healthcare

expenditure for diabetes 16mittion 82miltion
spent in this region 2017 2017

AFRICA

2 out of 3 people with
diabetes are undiagnosed

2045
629 million

425million
2017

SOUTH-EAST ASIA

1in 5 adults with diabetes
lives in this region

WORLD i
+48% k

3 out of 4 deaths due to
diabetes were in people under
the age of 60

1in 4 live births is affected
by hyperglycaemia in pregnancy

www.idf.org



Since the 1990s:
Mortality Down, Survivorship Up

1990 1995 2000 2005 2010
Year

Sources: US Mortality Files, National Center for Health Statistics, CDC. DeSantis C, Chunchieh L, Mariotto AB, et al. (2014). Cancer Treatment and
Survivorship Statistics, 2014. CA: A Cancer Journal for Clinicians.
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60% 1/% 13%

Diabete come >60 aa Prevalenza Pz oncologici
comorbidita diabete con DM non
diagnosticato

Newton JN,...,Capewell S. et al., Lancet 2015
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fattore di rischio indipendente

Diabete C D COpiasid

Tipo 1 Cervice uterina

Studi di coorte (n = 19)

1.73 (1.59-1.88)

Studi caso-controllo (N = 17)
OLON-RETTO

Studi di coorte (n = 9)

1.94 (1.53-2.46)

1.29 (1.16-1.43)

Stomaco

Tipo 2 Seno

Studi caso-controllo (N = 6)
ATO
Studi di coorte (n = 7)

1.36 (1.23-1.50)

251 (1.9-3.2)

Colon

Studi caso-controllo (N = 13)

Studi di coorte (n = 15)

2.50 (1.8-3.5)

1.20 (1.11-1.30)

Endometrio

Pancreas

Studi caso-controllo (N = 5)
DOMETRIQ

Studi di coorte (n = 3)

1.18 (1.05-1.32)

1.62 (1.21-2.16)

Fegato

Vescica

Studi caso-controllo (N = 13)

Studi di coorte (n = 3)

2.22 (1.80-2.74)

1.43 (1.18-1.74)

Linfoma non-Hodgkin

Linfoma di Hodgkin

Nicolucci A. Acta Diabetol 2010

Studi caso-controllo (N = 7)
PRO

Studi di coorte (n = 10)

1.37 (1.04-1.80)

0.81(0.71-0.92)

Studi caso-controllo (N = 9)
OMA NON-HOD
Studi di coorte (n = 5)

0.89 (0.72-1.11)

1.41 (1.07-1.88)

Studi caso-controllo (N = 11)

1.12 (0.95-1.31)




@ DM e neoplasie
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Newton JN,...,Capewell S. et al., Lancet 2015
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o) DM
Impatto sulla mortalita

e D M : i m p O rta n te Source Hazard Ratio (95% Cl) Weight, %

Sperti et al,?® 2003 0.63 (0.32-1.22) — | 1.70

. Vasic, 2007 0.67 (0.15-2.93) - — 0.41

f atto re ro n O St I C O Huo et al,% 20043 0.94 (0.73-1.21) - | 5.78
p g Valery et al,*' 2006 1.00 (0.70-1.40) — . 4,27

Kouvaris et al, 32 2001 1.04 (1.01-1.10) [ - 9.43

. . Shonka et al,* 2006 1.08 (0.24-4.85) : 0.39
I n d I e n d e n te Gross et al, 2006 1.23 (1.18-1.28) a 9.46
Lin et al,® 2007 1.33 (0.61-2.90) . 1.31

Polednak,% 2006 1.38 (1.27-1.49) : 9.03

. . . Park et al, %" 2006 1.38 (1.27-1.51) 8.93

° Au m e n to S I g n Ifl Catlvo Tammemagi et al,® 2003 1.40 (0.20-2.72) - . 051
Meyerhardt et al,® 2003 1.42 (1.22-1.67) 7.66

van de Poll-Franse et al,*° 2007 1.44 (1.40-1.49) : 9.53

. N Du and Simon,*! 2005 1.58 (0.86-2.92) —t— 1.97

d e I I a mo rt al |t a a | reeaeme 160(1.10-2.50) i - 349
Chia et al,*2 2007 1.70 (1.10-2.50) ‘m 3.49

Yancik et al,** 2001 1.76 (1.23-2.52) — . 41

lkeda et al,* 1098 1.76 (1.09-2.86) - 2.79

b reve e d a I u n O Tammemagi et al,*> 2005 1.85(1.47-2.32) ' B B 6.24
Steiner et al, ¢ 2007 1.88 (1.11-3.19) —— 2.45

. Huo et al, % 2004 2.30 (1.20-5.10) B 1.49

Merrick et al,*” 2007 2.41 (1.14-5.15) e m 1.38

terl I I I n e Folsom et al,*® 2004 2.79 (1.63-4.78) | ——— 2.40
Sperti et al,*® 1996 3.02 (1.38-6.60) t - 1.31

Fujiwara et al,%* 2008 4.05 (1.03-15.80) : B 0.47

Overall 1.41 (1.28-1.55) S 100.00

I*=88.3%; P<.001 T v T T 1

0.25 0.5 1 2 4 8
Hazard Ratio (95% Cl)

Barone BB JAMA 2008




DM
@ Impatto sugli outcomes
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Meyerhardt JA. J Clin Oncol 2003; Extermann M. J Clin Oncol 2007
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Le ip Agenti CT
antitumorali CCS

possono Ormonoterapia
causare Targeted Therapy

Ipergﬁcemiq Checkpoint inhibitors

Pz DM+ K+ sottoposti a trattamenti antitumorali tendono a dare priorita ai
trattamenti antineoplastici e trascurare il self-managing del DM

Focus della traiettoria di cura non sempre ricade anche sul controllo
glicemico

Clin J Oncol Nurs. 2016
Diabetes Educ. 2012
DM+= diagnosi di dibete; K+= diagnosi di neoplasia



DM e CCS nel paziente
oncologico

CCS possono indurre ipergliciemia e insulinoresistenza

L'incidenza di iperGli (Gli >200 mg/dL) nei pz ospedalizzati che ricevono
CCS senza precedente storia di DM >50%

Antiemetico
Prevenzione tp allergizzanti
Adiuvante pain management

Palliative care Setting e st
Astenia v
At aleciie mnosuppression. [ | reling
Pryscal
Diabete steroido-indotto
e || diabete indotto da steroidi & di difficile controllo. o
e |'effetto primario ¢ sulla glicemia post-prandiale. Ecton cos. s ) organs, =2
* | valori della glicemia tendono a normalizzarsi di notte. et A et 4 Vooo ipermasoty
Y | jont damage

| livelli di glucosio dovrebbero sempre essere misurati prima e
due ore dopo il pasto.

® Gli ipoglicemizzanti orali sono inappropriati, inefficaci, e poco e O
maneggevoli.
® Linsulina ¢ la migliore terapia. Myopethy

e |'insulina prandiale ¢ il bisogno primario e deve essere dosata
secondo la glicemia post-prandiale. S
® Linsulina basale dovrebbe essere data al mattino e dosata Osteoporosis
secondo la glicemia del mattino seguente.
e | target glicemici sono < 115 mg/dl pre-prandiale e 140-180
post-prandiale.
® La sospensione graduale della terapia deve comportare
una opportuna modifica graduale del dosaggio, per evitare
ipoglicemie. Endocrinol Metab (Seoul). 2017; Nature 2010




we Iperglicemia e targeted therapy

ceritinib linsitinib
cixutumumab
dalotuzumab m
figitumumab —e
ganitumab
R1507 IGF-1R IR EGFR

buparlisib
pilaralisib
pictilisib

afuresertib
ipatasertib
GSK2141795
MK-2206

everolimus
ridaforolimus
temsirolimus

BEZ235
GDC-0980
PF-04691502
2F-05212384/PKI-587

Glucose Homeostasis

Praliferation and Survival

afatinib
cetuximab

erlotinib

gefitinib

osimertinib
panitumumab

rociletinib

Targeted therapy type and pathway Drug name

Hyperglycemia across studies

Range of any grade, % Highest incidence of grade =3, %

Tyrosine kinase inhibitors

IGF-1R Cixutumumab [10-13] 17-100 46 [13]
Dalotuzumab [14, 15] 19-100 32 [15]
Figitumumab® [16-18] 64-100 22 (18]
Ganitumab® [19] 10 NR
3[21]
Insulino resistenza b
Azione diretta Vs b-cell 225
Aumento gluconeogenesi B
25
PI3K, AKT, and mTOR inhibitors
PI3K Buparlispf [33] 31 8
Pictiligf 2 b
pilaghiisib [35] 7 0
AKT Affiresertib® [36) 3 0
SK2141795% [37] 21 5
Ipatasertib® [38] 9 0
MK-2206° [39-41] 8-30 9[40]
|_mTOR Everolimus [42-54] 7-93 22 [53] |
Ridaforolimus [55-57] 11-29 19 [57]
Temsirolimus [58-66] 7-76 24 [61]
Dual PI3K/mTOR BEZ235 [67] 24 9
GDC-0980 [68] 46 46
PF-04691502 [69] 27 11
PF-05212384/PKI-587 [70] 26 2
PD-1 inhibitors
PD-1 Nivolumab [71] <1 0
Pembrolizumab [72] 40-48 3

50% dell'iperGli avviene nelle prime 6

Goal di trattamento: preservare QoL prevenendo sintomi acuti (poliuria, nicturia o
polidipsia) e complicanze (infezioni, calo ponderale)

TARGET: FPG <160 mg/dL, random plasma glucose level <200 mg/dL, HbAlc

<8%

Endocrinol Metab (Seoul). 2017; Oncologist 2016




Iperglicemia e CHECKPOINT INHIBITORS

THIS IS HOW CANCER IMMUNOTHERAPY WORKS A ) E— Management of Endocrinopathies

Control IgG g

JeN

1. Normal work of the immune system 2. Camouflage of tumour cells
Thymy 25 0f the immune system that dentiy &

* Patients with an endocrinopathy may require hormone
replacement therapy, which can be coordinated with an
endocrinologist

Grade Management Approach

4, Result of immunotheraj
atha cellsofthe  Lymphocytes, ance froed from
w10 p0 potsatial

Py
their bilndness by the drug, regain thew defence
‘and reduce a

Continue immunotherapy

Start appropriate hormone replacement therapy
as indicated by test results (eg, levothyroxine,
hydrocortisone, or testosterone)

Withhold immunotherapy

Start appropriate hormone replacement therapy
Resume immunotherapy if the patient recovers

1-2

w
-

Start high-dose prednisone, and taper over 4 weeks
Appropriate hormone replacement therapy
Permanently discontinue immunotherapy

=
.

Pembro e Nivo anticorpi mirati contro PD1
L’azione sul sistema immunitario pud comportare una distruzione autoimmune

delle beta-cell>>iperglicemia e DM1
Ipergli (qualsiasi grado) nel Pembro 45-47%; G3-G4 6-3%

J Exp Med. 2003; Diabetes Care. 2015; J Clin Oncol 2018
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Decisioni cliniche e strategie terapeutiche -
condizionate dalla presenza di diabete

- S : Disturbi ‘
Nefropatia e IR Cardiomiopatia

Tasso di

- CDDP  Epirubicina « Taxani ari iOne
« CBCDA « Doxorubicina » Oxaliplatino g u g
« Anti Her-2
VOLUME 27 - NUMBER 13 - MAY 1 2009
IJ C International Journal of Cancer
. . ) . Epidemiology

Impact of Dlabet.es Mellitus on Compll.catlons and ) Less aggressive treatment and worse overall survival in

Outcomes of Adjuvant Chemotherapy in Older Patients cancer patients with diabetes: A large population based

With Breast Cancer analysis

Tomasz P. Srokowski, Shenying Fang, Gabriel N. Hortobagyi, and Sharon H. Giordano

DM: Minore possibilita di ricevere CT che migliorano RC e OS

Scelta A Qualita

Prognosi

trattamento delle cure




Motivo del ricovero N° globale

Qualsiasi causa 3.201 2.390 25,6 811 32,6 <.0001
Tossicita
. . 1.850 1.345 14.4 505 20,3 <.0001
chemioterapia
Infezione [ febbre 783 561 6,01 222 89 <.0001
Neutropenia 833 634 6,8 199 8,01 <.0340
Anemia 858 624 6,7 234 9.4 <.0001
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@ DM e tossicita

HRQoL issues e PRO

* Physical functioning

o Sexual fur

Asia Pac J Oncol Nurs. 2017 HRQ¥ alth Related Quality of Life; PROs= Patient Reported Outcomes




« Monitoraggio pz a rischio

 Patient-reported
outcomes

 Strategie monitoraggio
lungo sopravviventi

Bisoani del paziente » Trattamenti tailored

nella sua globalita

Multidimensionalita
del paziente

4

Interdisciplinarieta




collaborazione

V- N

“To go fast,
go alone.

To go far,
go together.”

Proverbio Africano




