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Pseudoprogrese

+20%

— Hyperprogression
Pseudoprogression

— Durable SD
== Durable PR
= Durable CR

Jak PP vypada?

* Inicialni zvétSeni nadoru, objeveni novych lozisek,
nasledné zmenseni nadorové masy

-100%

Kdy se PP objevuje?

Author

Immumotherapy agents

No. o

No.of

Rate (%:) Evzluation criteria

evaluated patients pseudoprogression patients

Melanoma
Welchok et a1 12
O'Day et a1 2

Di Giacomo et a1 2L

Ribas et al 2

Millward et 2l 2

Topalian et A

25
Weber et al ==
26
Robert et al =
Hodietal 1
Nishino et al 2
NSCLC

* PP se vyskytuje behem prvnich tydnl imunoterapie, ale
muze se vyskytnou béhem celého [é¢ebného procesu

Jak je Casta?

e AZu 10%

Gettinger et al =

ProcC je to dulezité?

e Rozpoznani PP zabrani pred¢asnému ukonceni s
imunoterapie

McDermott et al ==
Urothelial carcinoma

Powles et 212

Rosenberg et ail

Massard et a],’:—g
Uveal melanoma

Daniellj et 212
HNSCC

Seiwert etal *L

https://pubmed.ncbi.nlm.nih.gov/29162045/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC6936240

Merkel cell carcinema

2
Kaufman et 217=

Ipilimumab
Tpilimumab
Ipilimumab

Tremelimumab

Tremelimumab and toll-like receptor-2 agonist

Nivolumab
Nivolumab
Nivolumab
Pembrolizumab
Pembrolizumab

Anti PD-1/PD-L1/CTLA4 antibody
Anti PD-L1 antibody
Anfi PD-L1/PD-1 antibody

Nivolumab

Atezolizumab
Atezolizumab
Atezolizumab
Durvalumzh
Ipilimumab

Pembrolizumab

Avelumab

9.69

12 774
741
1 278
1 6.25
4 374
10 83
17 8.
24 734
4 4
6 4.6
16 5.5
3 577
14 258
2 488
181
8 3.00
8.82
2386
1 149
1 677
714
1 i
1 179
1 114

WHO/RC
mWHO/RC
mWHO
RECIST v1.0
RECIST v1.0
RECIST v1.0

33 RECIST v1.1
25 RECIST v1.1

RECIST v1.1
irRECIST

5 RECIST v1.0

RECIST vl.1
RECIST wl.1
RECIST vl.1
RECIST v1.1
RECIST vl.1
RECIST v1.1

RECIST v1.0
RECIST wl.1

RECIST v1.1

RECIST vl.1

RECIST v1.1

mWHO

RECIST wl.1

RECIST vl.1

wRC

wRC

AmRECIST



Jak mérit PP - irRC

* irRC navrzena v 2009
e ZkuSenosti zimunoterapie u pacientl s melanomem

* irPD

 \lyzaduje konfirmaci dalSim vysSetrenim do 4 tydnu

* Méreni jednoho rozméru stejné ucinné jako méreni dvou rozméru



IRECIST

* IRECIST
« 2017

e Unconfirmed progressive disease (iUPD)
* PD dle RECIST v1.1, ktera se nepotvrdi na nasledujicim vysSetreni za 4-8 tydnu.

* Confirmed progressive disease (iCPD)
» DalSi léze, pokracujici rust 1ézi na nasledujicim vysSetreni za 4-8 tydnu
e TLrasto>5 mm



IMRECIST

* IMRECIST
e 2018, na zakladé RECIST v1.1 a irRC

* PD
e > 20% narust sumy nejvétSich rozméru TL, nové léze
* mUze byt negovana naslednym non-PD za > 4 tydny



RECIST1.1 [34]

Uni-dimensional

10mm

5 bestons in total, 2 per orgun

irRC [74
Bi-dimensional

Sonm x Smum

15 besitens in fotal, 5 per organ

>10mm
5 lesions in total, 2 per organ

iRECIST [76]
Uni-dimensional

>10mm
5 lesions in total, 2 per organ

ImRECIST |77
Uni-dimensional

>10mim
5 besions in total, 2 per organ

Disappearance
of all lesions

Disappearance
of all lesions

Disappearance
of all lesions

Disappearance
of all lesions

Disappearance

of all lesions

> 30% decrease
from baseline

> 30% decrease
from baseline

> 307% decrease
from baseline

Neither CR
nor PD

Neither CR
nor PD

Neither CR
nor PD

Neither CR
nor PD

Neither CR
nor PD

nadis

22" INCrease the

of the sum ol target lesions

> 20% increase in the nadir
of the sum of target lesions
(with a minimum a of 5mm)

> 20% increase in the nadir
of the sum of target lesions
(with a minimum a of Smm)

> 20% increase in the nadir
5 R ol

of the sum of target lesions

(witha minimum a of Smm)

Confirmation of PD

o
NOLapp ¢ Dt
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A . .
\t least 4 weeks lates

Al least 4 weeks after
and up to 12 weeks

At least 4 weeks after
and up to 8 weeks

Al least 4 weeks later

Incorporated
15e sun

Ol measurements

Incorporated in
the sum
of measurements

UPD; not incorporated
# the sum becomes iCPD
if confirmed

Incor porated in

the sum

Of measurements

httns://www sciencedirect com/science/article/nii/S092375341931083X



PP - case MM - ipilimuma

Baseline FU 1 — PP (iUPD)

Courtesy od dr. Jahoda



PP - case #2 (MM) - ipilimumab
Baseline FU 1 - PP (iUPD)

11/2011 2/2012

CR 4 roky po po lécbé

Courtesy od dr. Krajsova (pac. s melanomem lécen ipilimumabem v ramci SLP programu)



PP - case #3 (MM) - ipilimumab

Baseline FU 1 - (iUPD) FU 2 - (PR) FU XX — (CR)

Courtesy od dr. Jahoda



Intersticialni zmeny - case #4 (MM) - ipilimumab
Tree—l.n-budf z.e5|len| FU — zlepsSeni FU — normalizace
Intersticia

N 7,

Intersticialni pneumonitis, sarcoid-like reakce



MRI—ADC

Lell swelling Necrosis

®
©

e Srovhani mezi vys.
* Snizeni ADC u PD glioblastomu

Treatment

Treatment

Tumor ——— Apoptosis

©
® ® O™
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O

DC

https://www.ncbi.nlm.nih.gov/pmc/articles/PMC5383222/



MRI - MRS

* Glioblastomy
* Snizeni cholinu
* Pomér cholin/NAA
e Zvyseny laktat
* Hypometabolicka krivka

Nguyen et al. Front Oncol . 2014 May 5;4:91. doi: 10.3389/fonc.2014.00091. eCollection 2014.



T2

MRI - SPION

e Superparamagnetic iron oxide
nanoparticles (SPIONs)
» Zanétliva reakce
* Tumor-associated macrophage (TAM)
imaging
e T2-vazené obrazy

Coronal

e /vireci model

Gadovist and SPION (Hsp70)

Shevtsov, Maxim (2013). Tumor targeting using magnetic nanoparticle Hsp70 conjugate in a model of C6 glioma. Neuro-oncology.



US

* Povrchové léze (MM, nivolumab)
* PP

* Zvétseni leze

* Snizeni prutoku

https://www.ncbi.nIm.nih.go/pmc/articIes/PMC6726978/ ht

................... G a% oo AT IS 1Y

tps://pubed.ncbi.nlm.nih.gov/27239659/



* 0-10% pacientl

* az 3 meésice po zahdjeni lécby

* v ruznych oblastech a dobé od zahajeni lécby
Velikost, pocet

* iUPD — negace na dalSim vysSetreni za 4-12 tydnu

* Adaptace RECIST (irRC, imRECIST...)

MRI — glioblastoms

MRS

ADC

Perfusion

SPION (studie na zviratech)

US

e Vaskularita ve srovnani s baseline
PET/CT

e Zanétliva aktivita pfispiva k SUV

e Autoimunitni reakce

. BN
Courtesy: Depag A:ﬁfnuclea%h'\e_' ine, General
URiVersity Hospital in Prague
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