Az idoskori IBD sajatossagai
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ECCO Current Practice Position 1

The widely accepted definition of elderly-onset IBD is dis-
ease onset at an age of 60 years or older. When making
management decisions in the elderly, clinicians should
assess an individual’s frailty, rather than only considering
an individual’s chronological/biological age

Sturm A.etal.Journal of Crohn's and Colitis, 2017, 263-273.



Miért akkora az érdeklodés?

e IBD incidenciaja emelkedik
® 6reged6’ népesség (WHO: 2050-ben 2 mrd ember lesz 60 évnél idGsebb)

e |IBD esetek 10-15%-at 60 éves kor felett diagnosztizaljuk
— 65% a 60 évesekben
— 25% a 70 évesekben
— 10% a 80 évesekben
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Betegségkezdet: feln6ttkorban vs. idéskorban

..dfi it M’i

Betegségkezdet a felndttkorban: Betegségkezdet az id6skorban: egyre
egyre tobb beteg éli meg az idéskort tobb uj diagnozis az idGskorban
(betegek kb. 20%-a) (betegek kb. 15%-a)

Oreged6 tarsadalom + névekvé IBD incidencia



Eltér-e a klinikai kep az idéskori kezdetl
IBD-s betegekben?
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Eltér a betegség viselkedése/progresszidja id6skorban?

Pediatric-onset Crohn’s disease Elderly-onset Crohn’s disease
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Alterations in the innate and adaptive immune system with ageing
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Hasonlo aranyu

mutéti igény és korhazi felvétel
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ld6skorban nehezebb a differencialdiagnosztika

Betegség Klinikai jellemzok Endoszkdpos eltérés

SCAD (segmentalis colitis

asszocialt diverticulosis)

Ischemias colitis

Mikroszkopikus colitis

Infekt colitis

NSAID-indukalta colitis

CRC

Rektalis vérzés, hasi
fajdalom, hasmenés

Acut kezdet( hasi
fajdalom és rektalis
vérzés

Vizes hasmenés, nincs
vérzés, nincs laz

Dysenteria szer(
hasmenés, Clostr.diff.
kizdrando!

Visszatér6 hasi fajdalom,
obstrukcio, perforacio,
vérzés, chr. anaemia

Hemotochezia, fogyas

Szegmentalis lokalizacio, sigma érintettség,
rectum és prox. colon eltérés nélkil,
peridiverticularis gyulladas

Szegmentélis colitis (sigma, bal colonfél), alt.
nem-stenotizal
Eltérés nem lathaté makroszképosan, mpx.

colon biopsia

Diffuz eltérések
Barmely bélszakaszon, izolalt |1ézidk, korabbi

IBD fellangolasat is elGidézi

Malignitas

Gisbertetal. Alim Ph Ther 2014; 39: 459-477



Eltér-e az idoskori IBD kezelése?
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Table 2. First choices of treatment based on case scenarios

First choice of treatment

Case scenarios

Elderly ulcerative colitis
without comorbidity (case 1)

Elderly ulcerative colitis Young
with comorbidity (case 2) with cor

Prescribe immunomodulators

Increase dose of prednisolone and
continue on that dose for maintenance

Prescribe anti-TNF

Prescribe vedolizumab

Recommend colectomy

28.5% (113/397)
1.8% (7/397)

23.8% (95/400)

O%~(175/399)
2.8% (TW397)

10.9% (43/394) 18.7
3.0% (12/395) 2.1
8.8% (35/396) 18.2

64.9% (259/399) 50.

13.3% (53/399) 11.5

TNF, tumour necrosis factor.

Chan etal.EurJ Gastroent Hepatol 2020;32:976-983.



Kihivasok az idoskori IBD kezelése soran

ySérulékenység”
—  Gyengeség
Malnutricio e (Csokkent aktivitas

Malabszorpci.o e Testsulycsokkenés
Csokkent bevitel

,2Anorexia of aging”
Tapanyagvesztés
Polifarmacia
|Id&skori
IBD

Kognitiv hanyatlas

Klinikai vizsgdlatokban
alulreprezentalt
Kizardasi kritérium
Tarsbetegségek Nem kiulontl el a feln6ttkori
progressziotol

Tran etal. Current Gastroent Reports 2019;21:60.



New diagnosis of inflammatory bowel disease

> | Health n

- Assess prognostic factors Assess comorbidity, frailty, | General hea\
- Assess disease phenotype and functional status . Depresslor
« Assess psychosocial supports & needs - Optimize c
+ Colon & nc

‘ * ‘ * screening

Mild disease Severe disease Fit patient Frail patient .
* Pneumoco

+ Influenza (z

- Inactivated

ompilbéﬂon)

Ananthakrisnan et al Gastroenterology 2021,160:445-451.



Az idGskori IBD kezelése — altalanos megfontolasok

e Terapia hatékonysaga megegyezik a felnottkori IBD-s betegekével

e Fokozottabb riziko:
— Malignitas (mar a terapia megkezdése el6tt)
— Infekcid és sulyos infekcio

— Koérhazi felvétel, mortalitas, VTE
— Malnutricid, sarcopenia, demencia, kognitiv diszfunkcio

e Gyodgyszerinterakcio, mellékhatas
e Topikalis terapia (sphincter incompetentia)

e Kevesebb immunmodulans (IM) és bioldgikum hasznalat
— EPIMAD regiszter (841 id6skori IBD): csak 27% IM és 3% anti-TNF
— 32%-ban szteroid fenntarto kezelés (!)

Sturm A.etal.Journal of Crohn's and Colitis, 2017, 263-273.



Gyogyszeres kezelés idoskori IBD-ben
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Figure 1. Inflammatory bowel disease medication use among patients diagnosed after age of 60 [based on Charpentier et al. Gut 2014].
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Aminoszalicilatok idoskorban

Vesefunkcio ellendrzése 6 havonta

Gyogyszerinterakcidk (PPI, NSAID, warfarin)
Complience ellenérzése!

(=

Salofalk® 500
ww-v»uw-:

A topikalis kezelés optimalizalasa sziikség esetén

nehezitett lehet (incontinencia miatt)

e

Sturm A.etal.Journal of Crohn's and Colitis, 2017, 263-273.



Szteroidok idoskorban

Gyogyszerinterakciok
(fluoroquinolonok, diuretikumok)

Klasszikus szteroid mellékhatasok fokozottabb rizikdja
(pl. osteoporosis, HRT, DM, cataracta)

Infekcid és sulyos infekcio rizikdja fokozott
(aRR 2.3;95% Cl 1.8-2.9)

Sturm A.etal.Journal of Crohn's and Colitis, 2017, 263-273.



Thiopurinok idéskorban

AZA mellékhatasok rizikoja fokozott
(myelotoxicitas, Gl intolerancia, hepatotoxicitas)

Fokozott riziko:

e Nem-melanomas bérrak

* Lymphoma

* Egyéb malignitasok? (hugyhdlyag)

Sturm A. etal.Journal of Crohn's and Colitis, 2017, 263—-273.
ENEIDA registry, JCC, 2020)



Lymphoma rizikd immunmodulator kezelés soran

I T S Observed Expected | SIR(95% Q)

Kinlen
Connell et al
Korelitz et al
Farrell et al
Lewis et al
Fraser et al
Kandiel et al
Glazier et al

London

New York City, USA
Dublin, Ireland
GPRD, UK

Oxford, UK

Pooled analysis
New Jersey, USA

W = N W o

1 &
1

SIR, standardized incidence ratio; GPRD, General Practice Research Database; NA, not applicable

0.16
0.52
0.61
0.05
0.64
0.65
2.63
NA

12.5 (1.2-46)
0
4.9 (0.9-14.5)
37.5 (3.5-138)
1.6 (0.001-9)
4.6 (0.9-13.7)
4.2 (2.1-7.5)
NA

Age (y) | Lymphoma incidence® | NNH if RR of lymphoma =2 | NNH if RR of lymphoma =4 | NNH if RR of lymphoma = 6

20-29
30-39
40-49
50-59
60-69
70-79

*Incidence rates per 100 000 person years from 1996-2000 (SEER data). NNH, number needed to harm 1 additional patient per year. RR, relative risk.

7.65
10.70
16.60
29.60
56.45
93.90

13,072
9,346
6,024
3,378
1,771
1,065

4,357
3,115
2,008
1,126
591
355

2,614

1,869

1,205
676
354
213

Jonesetal./BD2007;13:1299-307.



Lymphoma rizikd immunmodulator kezelés soran

(CESAME)

Yearly incidence rate (per 1000 patient.years)

® Continuing
® Discontinued

» Never Recewed

>65 years
541

6 1 2 4 1 4
Cases of LD

* 19,486 IBD patients
-~ 30.1% currently receiving thiopurines
-~ 14.4% discontinued thiopurines
- 55.5% never exposed to thiopurines

Receiving thiopurines vs. never
exposed

HR 5.28 (2.01-13.9)

gesame

Beaugerie etal. Lancet 2009,7:374.



BOrrak rizikd immunmodulans kezelés soran

Melanomas 1.0 [0.6-1.5] 0.9 [0.5-1.6] 1.9 [1.0-3.7]

Non-melanoma skin cancers 1.0 [0.9-1.1] 2.0 [1.7-2.3] 1,2 [0.9-1.4]

Long MD et al. Gastroenterology 2012

19,486 IBD patients

32 cases of skin cancer
(20 basal cell, 12 squamous) RR 4-6x

B Thiopurines continued
b Thiopurines discontinued
Never thiopurines

msame

Look at denominator —>/ | cidence
rate per
1000 pt-
years

[ Wear sunscreen

‘!‘ Regular skin checks ‘
S - <50 50-65 50-65
Years

Peyrin-Biroulet et al. Gastroenterology 2011
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— Sdlyos infekcio rizikoja: 3% vs. 10%; RR=4,7, p= 0,003
— Malignitas rizikoja: 2% vs. 17%; p<0,001
— Mortalitas rizikéja: 0,8% vs. 9%, p= 0,004

Lobatonetal. Aliment Pharmacol Ther 2015; 42: 441-451.
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Anti-TNF kezelés idoskorban

W Older & Anti-THF - OOlder & Placebo W Younger & Anti-TNF - OYounger & Placebo 4 RCT alapjén:
. » 2257 UC-s beteg
« 231>60év

- Hatékonysag:
. * hasonlo
o Biztonsagossag:
o SAE: gyakoribbiddskorban,
0 L—mm° " ° | defiggetlenaz anti-TNF kezeléstol

Chengetal. CGH 2021;19:939-946



Vedolizumab: tobb infekcio id6skorban

e Hatékonysag: VDZ = anti-TNF

e Biztonsagossag:

Variable Young (n - 5T) Eiderly (0 62) P vaive

Adverse event Young (n = 140) Elderly (n - 144) Pvalue ae -0 06602 N1 0001

Age at ot = SO p/3EY ) 12 o1
Aﬂy event (%) 23 (16) 26 (18) 0.52 ::mdm £3 ) Alsh4 nes122 025
Required discontinuation (%) 6 (4) 43 0.54 Make (%) 3 54 (s s
Dermatological (%) 3 2y g = i =
Allergic reactions (%) 3(2) 2(1) 0.68 2m 16 8) 0 0
M 80 % 068 B 054 7 {$0)
sculocutaneous 2 )8 Partial Mayo score at initabon + SO Y S24LT 041

Cardiovascular (%) anm 28 (6T7) 0001
GITPTIG Db v 9 e Metabolc (W) LRI D383 0003
Gastrointestinal (%) 0 (0) 1(06) 1 Sobd tumar (N & 208 T ur
Clostridium difficile (%) 0 (0) 2(1 05 hammatory disease (%) s e on
Urinary tract (%) 0 (0) 2(1) 05 Dermatological deasse (W 10| 103 ns
A Respw atory dnease 010 o018 0,003
Cellulitis (%) 0(0) 2(1) a5 | Lie ' e
Vulvar abscess (%) 0 (0) 1(0.6) 1 e ok o .
Other (%) 11 (8) 3(2 0.03 Past (%) 209 17an <0001
Newer (W 5 56) 3% (58 <0001
Previous surgery 0 465 o
Previous tivatment
SASA W amn S8 (v (L)
Thopurine (W sm) 30 (4% <0001
Steroids (W) 0y pili ] or
-This is a binational, multicentre, retrospective, cohort study which enrolled T sy o i o
H H H Other (o [ ]
patients from centres in Israel and Edinburgh, UK between 2015 and 2019 i P . -
Ay %) nmy s 003
X W 06 208 (1))
ADA (W) o es) nas o~
Goli (W 118 1 n
UST W 108 0w oS
Two or more agents (W) uoon Ty 045
Reanon for stopping prevous trological agent
Primary LOR (%) 15 ) 1000
Secondary LOR (W] 1951 Wi 08
Adverse event (W) 154 508 [}
Other (W) oo 0w "~
SO: standand deviation; /s nongndicant, deeine extent £1 - procits, £ - ot udded, 1) - extomave. MY methotroate: X inflasnaly ADA

adalemumats ol gobeamab, UST utrbansemab LOR kns of respame

Cohen UEG 2020



VARSITY: vedolizumab vs. adalimumab (UC)

Vedolizumab Adalimumab
Safety Analysis Set, n (%) n=383 n=386

Any adverse event 240 (62.7) 267 (69.2)
Related 65 (17.0) 86 (22.3)
Not related 175 (45.7) 181 (46.9)
Mild 111 (29.0) 118 (30.6)
Moderate 92 (24.0) 109 (28.2)
Severe 37 (9.7) 40 (10.4)
Leading to study drug discontinuation 17 (4.4) 25 (6.5)

Serious adverse event* 42 (11.0) 53 (13.7)
Related 7 (1.8) 10 (2.6)
Not related 35(9.1) 43 (11.1)
Leading to study drug discontinuation 10 (2.6) 13 (3.4)

Death 17 (0.3) 0

Study was not powered to make comparative statements.
Safety Analysis Set: Includes all patients who received at least 1 dose of study drug

*No cases of progressive multifocal leukoencephalopathy. TNot related to vedolizumab

Schreiberetal.JCC, 2019;13.



Tofacitinib

Events per 100 Patient- Placebo

years (n=198)

Deaths' 0 0
Serious infections 1.9 1.4

Herpes zoster infection

1.0 2.1
(serious & non-serious)

Opportunistic infection* 1.4

Non-HZ opportunistic
infection*

Comparison cohort for context only — not a comparatixe study.
‘Adjudicated events. 'See lecture notes for details of i
this figure (excluding deaths). ®U.S. FDA Briefing Documex
rate for unique patients with events per 100 PY of exposure)

Vakcina
(Shingrix)

0.6

6.6

2.6

Maintenance Cohort¥ m Comparison Cohort

TOFA
10 mg bid
(n=196)

0.24

2.0

4.1

13

0.4

Truven database® (TNFi-

treated)"

NA

3.33

1.77

NA

NA

dividual deaths. *Only events occurring within 28 days after the last study treatment are shown in
t (sNDA 203214). YAIll TNFi includes infliximab, adalimumab, and golimumab. IR = incidence
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Tofacitinib

Tofacitinib : new safety issues (EMA June 2021)

Pharmacovigilance Risk Assessment Committee (PRAC) 7-10 June 2021

* ORAL Surveillance (A3921133; NCT02092467).
« Safety of TOFA at 5Smg and 10mg vs. antiTNF in pat >50y with at least 2 CV risk factor

« TOFA (compared to antiTNF) showed an increased risk on severe infections , CV events
and cancer. ¢

“Xeljanz should only be used in the following groups when there is no alternative treatment

- Elderly >65 G
- Current of past smokers
- Patients with CV risk factors o ey

- Patients with malignancy risk’.

Kevin L Winthrop et al. Ann Rheum Dis 2021; European Medicines Agency. Xeljanz (tofacitinib)
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Sebészet idOskori IBD-ben

e Indikacié nem tér el a felnottkori IBD-hez képest
e |PAA: kivitelezhet6

e Total proctocolectomia permanens ileostomaval felajanlhato
(csokkent sphincter funkcid)

® POR: kevésbé gyakori, ha el6fordul, akkor rovidebb idon beliil

31



Uzenet O o o U

e Az idOskor IBD esetek szama no

eltéro megjelenésii a felnottkori kezdetii formahoz képest
lefolydsa nem tér el Iényegesen a feln6ttkori formatal

e A komorbiditas és a ,,sériilékenység” fontos szempont a
terapiavalasztasnal

e Az idoskori IBD altalaban ,,alulkezelt”

e Biztonsagossag

5-ASA: biztonsagos

Szteroid: fokozott infekcio rizikd (opportunista)

IM: fokozott lymphoma riziko

aTNF: fokozott fert6zésrizikd, de a malignitasrizikd nem fokozott, CV riziko!!!
UST, VDZ: kevés adat, VDZ nem tlnik biztonsagosabbnakid&sekben

TOFA: VTE riziko, herpes

Kombinalt terapia esetén fokozottrizikd!
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|dGskori kezdetl IBD-ben tobb a kezeléshez kapcsolodo

szovédmeny (vs. fiatalkori, id6s6dé IBD)

A Time to Comp Safety Outcome

B  Time to Infection

Cohort — Adult-onset IBD - - Elderly-onset IBD Cohort — Adult-onset IBD -+ Elderly-onset IBD
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EQ IBD 0.019 0.097 0.14% EQIBD 0.006 0.054 0.102

Rozich etal.1BD 2020.



