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Make patient lives
less complicated

Improve long-term

patient outcomes
and quality of life

More sensitive and specific
non-invasive
monitoring modalities

A

Increase virtual care or
improve access to
expert-level care
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Scorul PUCAI (Pediatric Ulcerative Colitis Activity Index)

Parametru evaluat Scor
Durere abdominali

Absenta 0

Durere, dar care poate fi ignorata 5

Durere, care nu poate fi ignorata 10
Sangerare rectala

Absenta 0

in cantitate mica, in < 50% din scaune 10

In cantitate mic, dar in majoritatea scaunelor 20

In cantitate mare (peste 50% din continutul fecal) 30
Consistenta majorititii scaunelor

Formate 0

Partial neformate 5

Total neformate 10
Frecventa scaunelor/24 ore

0-2 0

3-5 5

6-8 10

>8 15
Scaune nocturne (orice episod care determini trezire)

Absenta 0

Prezenta 10
Nivelul activititii pacientului

Activitate nelimitata 0

Activitate limitata ocazional 5

Activitate sever restrictionata 10

e activitate usoara

35-64

e activitate moderata

e activitate severa



Indicele de activitate a bolii Crohn pediatrice (WPCDAI)

Istoric (in ultima siptiméinai)

Parametru evaluat Scor
Durere abdominala
Absenta 0
Usoara: scurtd, nu interfereaza cu activitatea 10
Moderati/Severi: zilnica, de duratd mai lunga, afecteza actvititile, nocturna 20
Activitate, stare generald
Activitate normala, nelimitata; stare generald buna 0
Uneori, activitate diminuatd pentru varsti; stare generald sub limita obignuita 10
Frecventd limitare a activititii; stare generald foarte alterata 20
Numiir si consisten{a a scaunelor/zi
Maximum 1 scaun lichid, fara sange 0
< 2, semiconsistente, cu putin sdnge SAU 2 — 5, lichide 7,5
> 6, lichide SAU cu sangerare importanta SAU diaree nocturni 15
Examen obiectiv

Greutate
Crestere ponderald normala SAU Slabire voluntard/Greutate stabild voluntar 0
Pierdere ponderala involuntara de 1-9% SAU Greutate stabild involuntar 5
Pierdere ponderald > 10% 10
Boala perirectala
Absentd/Cicatrici asimptomatice 0
1-2 fistule indolente, cu drenaj sumar, fara sensibilitate 7,5
Fistuld activa, cu drenaj, sensibilitate SAU abces 15
Manifestari extraintestinale
Absente 0
Cel putin 1 manifestare din urméatoarele: Febra > 38,5° C timp de 3 zile in ultima saptamana, 10
artritd, eritem nodos, pioderma gangrenosum, uveita

Analize de laborator
VSH
< 20 mm/h 0
20-50 mm/h 7,5 -
> 50 mm/h 15 -
Albuminemie e activitate severa
>3,5g% 0
3,1-34 g% 10
<3 g% 20







CRP si/sau calprotectina?

Determinarea activitatii bolii

. CRP Ep:

* Nu e nici boala, nici intestin sensibila

e 20% dintre BC ileal activa au CRP normal
* Se coreleaza modest cu severitatea
endoscopica in CU

» Totusi monitorizarea in dinamica prezice
raspunsul la tratament

Permite ajustare terapeutica
inainte de modificari ireversibile

Stratificarea riscului

Calprotectina fecala Ep:

 Marker de inflamatie intestinala in IBD

o Corelat mai bine cu severitatea
endoscopica decat cu activitatea clinica

e Inalt eficient in detectia ulceratiilor in BC
* Nu prezice extinderea bolii

* Mai putin eficient in proctita

Vermeire S, et al. Laboratory markers in IBD: useful, magic, or unnecessary toys? Gut (2006)
Sollelis E, et al. Combined evaluation of biomarkers as predictor of maintained remission in crohn’s disease. World J Gastroenterol (2019)



Calprotectina fecala IBD

Ameliorare
endoscopica
(Mayo 1)

Inflamatie
semnificativa

Remisiune
endoscopica
(Mayo 0)

Remisiune
histologica

Posibil inflamatie
semnificativa







Scoring endoscopic

Sistemul de evaluare endsocopica este util
pentru prezicerea severitatii, monitorizare




Scorul MAYO - CU

Mayo 0
normal mucosa or inactive disease

Mayo 1

mild activity (erythema,
decreased vascular pattern,
mild friability)

Mayo 2

moderate activity
(marked erythema,

lack of vascular pattern,
friability, erosions)

Mayo 3

severe activity
(spontaneous bleeding,
large ulcerations)

Rutgeerts P, Sandborn WJ, Feagan BG, Reinisch W, et al. Infliximab for induction and maintenance therapy for ulcerative colitis. N Engl J Med. 2005;

353 (23): 2462-2476.



SES-CD: SIMPLE ENDOSCOPIC SCORE FOR
CROHN'S DISEASE

SES-CD values

Variable 0 1 2 3
Ulcers None Aphthous ulcers Large ulcers Very large
(Diameter 0.1- (Diameter 0.5- ulcers
0.5cm) 2cm) (Diameter
>2cm)
Ulcerated None <10% 10-30% >30%
surface
Affected surface Unaffected <560% 50-75% >75%
surface
Stenosis None Single, can be Multiple, can be Cannot be passed
passed passed

Daperno M. Gastrointest Endosc 2004;60:505
Khanna R. Inflamm Bowel Dis 2014;20:1850



SES-CD: SIMPLE ENDOSCOPIC SCORE FOR
CROHN'S DISEASE

Right Transverse Left colon Rectum Total
lleum colon colon and sigma

Ulcers? __+ __+ __+ + = +
0: no

1: aphthous (0.1-0.5 cm)

2: large (0.5-2 cm)

3: very large (>2 cm)

Surface involved by disease + + + + = +
0: 0%

1: <50%

2:50-75%

3:>75%

Surface involved by + + + + = +
ulcerations

0: 0%

1:<10%

2:10-30%

3: >30%

Narrowings? + + + + = +
0: No

1: Single, can be passed

2: Multiple, can be passed

3: Cannot be passed

Grand Total = SES-CD score



Endoscopie

1. Boala Crohn
Absenta ulcerelor
Scade riscul de chirurgie

1/3 din pacientii cu remisiunea endoscopica
nu au remisiune mucosala

2. Colita ulcerativa

MAYO 0 au cu 52% sanse mal mici de
recadere clinica decat MAYO 1

EYoon H, et al. Incremental benefit of achieving endoscopic and histologic
remission in patients with ulcerative colitis: a systematic review and meta-

analysis. Gastroenterology (2020)







Histologie — remisiune transmurala (RT) vs.
remisiune mucosala (RM)

Vindecarea transmurala se
refera la dovada vindecarii
tuturor straturilor intestinale,
cu recunoasterea faptului ca
inflamatia in BC, si foarte
probabil si in CU, depaseste
suprafata mucoasei.

Un infiltrat inflamator la o

localizare specifica care a @
disparut complet in urma

terapiei
RT dupaterapie biologica —risc

mai mic de chirurgie/ spitalizare/ Viziune anatomopatolog, loc de
escaladare terapeutica vs. RM prelevare biopsii, comparatie cu

leziunile anterioare, diferente la
nivel de mm de mucoasa afectata
Remisiunea transmurala este un
predictor pe termen lung al

prognosticului

Kucharzik T., et al. Monitoring of patients with active inflammatory bowel
disease. Frontiers in Gastroenterology. 2023






Imagistica

remisie transmurala (normalizarea
tuturor caracteristicilor)

raspuns (scaderea severitatii amplorii
rezultatelor imagistice intr-un segment

inflamat)

boala stabila (fara modificare clara a
severitatii sau extinderii) A

progresie (agravarea parametrilor

Q

inflamatiei)

‘CT ar trebui evitat

In BC:

- grosimea peretelui intestinal
(BWT) <3 mm

- fara semne de hiperperfuzie

- fara edem

- fara ulcere sau depozit de
grasime

E] Ameliorare aspect RMN —

grosime perete intestinal si
semnal T2

CT, enteroRMN, eco
Intestinala

Kucharzik T., et al. Monitoring of patients with active inflammatory bowel
disease. Frontiers in Gastroenterology. 2023




Baseline or Treatment Change

Non-Response

4-12 Weeks After Treatment Initiation/Change

Response

No Mucosal or
Transmural Healing

Treat-To-Target

Healing

Every 3-6 Months After Target Achieved

Kellar A, et al.Intestinal Ultrasound for the Pediatric Gastroenterologist: A Guide for Inflammatory Bowel Disease Monitoring
in Children: Expert Consensus on Behalf of the International Bowel Ultrasound Group (IBUS) Pediatric Committee. J
Pediatr Gastroenterol Nutr. 2023






Monitorizarea terapiel

nu raspund la

dintre cei care au
10_30% fcerapia de 50% raspuns initial Tsi

inductie cu pierd raspunsul

agenti anti-TNFa in timp (non- O
(non-responderi responderi

primari) secundari) O

optimizarea obiectiva a terapiei cu agenti anti-TNFa, prin
masurarea nivelului seric de IFX sau ADA, respectiv de
anticorpi anti-agent-biologic (AAT)

- cregte proactiv; pentru a E reacvtiv: n caz
ﬁ eficacitatea si E individualiza/optimiz de raspuns

. Siguranta a regimul de primar absent,
utilizarii acestor administrare Tnainte raspuns primar
agenti biologici de pierdere nesatisfacator
si diminua secundara a sau pierderea
costurile raspunsului secundara a

raspunsului



TDM —therapeutic drug monitoring

TOM / §
Collection Predictive
Pharmacogenomics

Pointof Care
Testing

N .:':

L ]
Bayesian Modelling/
Machine Learning

\ F Kapoor Akshay et al.,
S |

Dose/Interval

Adjustment Immunoassays

Advances in Therapeutic Drug
Monitoring in Biologic

Medical
Judgement rpreiiian DeiggInTiszne Therapies for Pediatric

Testing .
Inflammatory Bowel Disease,

Frontiers in Paediatrics.2021



TDM

INFLIXIMAB

2,4, 6, 8 sau 12 saptamani de la debutul terapiei
0] ' ’

saptamana 2, IFX >25 pg/mL
/ INDUCTIE saptdmana 6, IFX >15 pg/mL, in BC perianald >10-20
Mg/mL

MENTINERE

J!ﬂ - o _ _ 5 IFX >5 pg/mL
(_saptamang 14,__|na|nte de prima doza de mentinere) si in IEX 212,7 ug/mL in fistulele perianale
timpul mentinerii

https://ms.ro/media/documents/Ghid_de_diagnostic_si_tratament_in_boala_inflamatorie_intestinala_pediatrica_m_Yq301NO.pdf



” ADALIMUMAB

/ INDUCTIE 7,5 yg/m
. (saptamana 4)

ﬂ MENTINERE 7 £ uamL
J (s&ptdmana 8-10) PR

https://ms.ro/media/documents/Ghid_de_diagnostic_si_tratament_in_boala_inflamatorie_intestinala_pediatrica_m_Yq301NO.pdf



Interpretarea nivelului sanguin de agent anti-TNFa si de Ac
anti-TNFa si masurile recomandate (ESPGHAN)

Nivel anti-TNFa/AAT MT nedetectabili- sau‘la titru scazut AAT detectabili in titrq crescut

(anti-IFX <9 pg/mL si anti-ADA < 4ug/mL) (anti-IFX > 9 pg/mL si anti-ADA > 4ug/mL)
Nivel sub-terapeutic al | Intensificarea terapiei cu anti-TNFa, prin cresterea dozei | Oprirea agentului respectiv §i introducerea altui
anti-TNFa, sau reducerea frecventei dozelor si/sau asociere IMD agent anti-TNFa
Nivel terapeutic al Evaluarea cauzelor simptomatologiei (daca existd)
anti-TNFo Oprirea agentului actual si introducerea altei clase de biologic (ex. Vedolizumab, Ustekinumab)

AAT - anticorpi impotriva agentului Anti-TNFa,; IMD - imunomodulatoare

https://ms.ro/media/documents/Ghid_de_diagnostic_si_tratament_in_boala_inflamatorie_intestinala_pediatrica_m_Yg301NO.pdf



Scenariu reactiv

Induction with anti-TNF biologic therapy

-Non response/flack of clinical response as
judged by PRO

-Lack of endoscopic/biomarker response

Subtherapeutic post
induction TL, ADA+

Immunogenic failure

Subtherapeutic post
induction TL, ADA-

Pharmacokinetic failure

Adequate Post Induction TL
Pharmacodynamic failure

-High titer ADA: shift within

Change out of class to non
anti-TNF biologic

Dose optimize by increasing
biologic dose and/or
shortening maintenance
interval

class to different anti-TNF

-Low titer ADA: dose
optimization and/or add
immuno-modulator

Kapoor Akshay et al., Advances in Therapeutic Drug Monitoring in Biologic Therapies for Pediatric Inflammatory

Bowel Disease, Frontiers in Paediatrics.2021



Scenariu reactiv

response

Therapeutic drug
Sub-therapeutic level
el (Pharmacodynamic
failure)

Anti-drug antibodies No antibodies detectable
. o Switch out of class
(Immunogenic failure) (Pharmacokinetic failure)

Increase dose of
Low-moderate titer High titer biologic or shorten
dosing interval

Increase dose

and/or add IM Switch in class

Kapoor Akshay et al., Advances in Therapeutic Drug Monitoring in Biologic Therapies for Pediatric Inflammatory
Bowel Disease, Frontiers in Paediatrics.2021



Concluzi

ﬁ Includerea TDM in
strategia de tratament

Necesitatea existentei point-of-
E care de ecografie intestinala

§ Cunoasterea standardelor
de evolutie endoscopica

an Evaluarea diagnostica individuala poate
x =) varia fata de ghid, adaptata in functie de
scenariul clinic individual.

q Protocol unitar de
monitorizare




Va multumesc!

if boian@yahoo.com

Spitalul Clinic de Copii “Dr. Victor Gomoiu” Bucuresti
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