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rozsirenie terapeutickych moznosti u onkologickych pacientov
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najcastejsie zalozena na protilatkach proti
kontrolnym bodom imunitnej reakcie

vyznamné predlzenie prezivania pacientov
+ kontrola nad ochorenim

novy profil toxicity: imunitne neziaduce udalosti IR-AEs (immune-related adverse
events)

Leskova J. Neziaduce t¢inky imunoterapie a ich manazment. Onkolégia (Bratisl.), 2018;13(2):102-107
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CHECKPOINT INHIBITORY - SUCASNE FDA SCHVALENE
INDIKACIE

HCC

RCC
Gastric/GE) Mocovy mechur
; MSI-high CRC
Melanom A g
Merkel cell karcinom
Skvamocelularny

karcinom koze

Cervix karcinom

MMR-deficientné
solidne nadory

pocty pacientov na ICIs maju stupajicu
dynamiku

ICIs: monoterapia, kombinacia s inymi
ICIs a kombinacia s chemoterapiou aj
biologickou liecbou

pouzivané najprv v neskorsich liniach
aktualne presun do skorych linii a
vcasnejsich stadii (adjuvantna Rx pri
melanome, maintenance v III stadiu
NSCLC, mocovy mechur)

dlhodobo prebiehajica terapia :

na zaciatku sa ICIs podavali najcastejsie
pocas 2 rokov, resp. do progresie alebo
toxicity

Michot. Eur J Cancer. 2016; 54:139. Nivolumab PI. Ipilimumab PI. Pembrolizumab PI. Atezolizumab PI. Durvalumab PI. Avelumab PI.Cemiplimab-rwlc PI.



CHECKPOINT INHIBITORY (ICIS) SIGNIFIKANTNE PREDLZUJU
O0S

OS pre metastaticky melaném v Pembrolizumab + redukovany
klinickych studiach v rokoch 1975 — 1pilimumab pri metastatickom
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1. Korn, J. C. O. 2008; 26:527. 2. Long. Lancet Oncol. 2017; 18:1202.




IMUNITNE PODMIENENE NEZIADUCE UCINKY (IR-AES)

ICIs su spojené s inou toxicitou ako pri liecbe chemoterapiou alebo cielenej terapii TKI
mozu postihnut akykolvek systém

najvyssi vyskyt IR-Aes: dermatologické, gastrointestinalne, endokrinné, pneumologické

a muskuloskeletalne

IR-AEs (Imuno Related — Adverse Events)
aktivacia nadorovych buniek mimo prostredia nadoru
prejavy toxicity: obdobné ako pri autoimunitnom ochoreni

.. manazment: véasnd diagnostika priznakov + okamzity zésah:>supresia imunity +
1munomodulacna terapia



NOVE SPEKTRUM NEZIADUCICH UCINKOV

Exudates Loss of vascular pattern Granular mucosa
! & = S

)
&
L)

Edematous mucosa

Hypophyzitida

Uveitida
Zapal orbity

Suchost'v ustach
Hypothyroidizmus

* =
~ "x.,;“'_.\

Patch erythema Diffuse erythema

T

Aphtha Ulcerations

Pneumonitida

Hepatitida
Adrenalna
Pankreatitida insuffciencia
Autoimunny diabetes
Kolitida
Ras a vitiligo <~

Arthralgia

https://www.ejinme.com/article/S0953-6205(17)30321-7/abstract

Michot. Eur J Cancer. 2016; 54:139. Robert. ASCO 2017.
https://www.mascc.org/assets/2018_Meeting_Files/Sat30/Strauss_3/1128_Choi_Strauss%203_Sat.pdf
Nishida T, Iijima H, Adachi S. Immune checkpoint inhibitor-induced diarrhea/colitis: Endoscopic and pathologic findings. World J Gastrointest Pathophysiol 2019; 10(2): 17-28 [PMID: 31559106 DOI:




FREKVENCIA IR-AES PRI ICIS MONOTERAPII

Distribution of grade 1-2 IRAEs[1] Distribution of grade 3-5 IRAEs|[1]

\ £ ?1s

% patients
% patients

Incidencia r6znych IR-AEs je pri roznych nadoroch odlisSna®

Retrospektivna analyza zistila v ramci lieCby viacerych nadorov celkovu
incidenciu kolitidy v 6 % a pneumonitidy v 3,84 % pacientov.

Kolitida bola pozorovana najcastejsie pri melanémoch (p = 0,016), pneumonitida
najcastejsie pri1 NSCLC (p = 0,004).

Michot. Eur J Cancer. 2016; 54:139. 2. Owen. ESMO 2018. Abstr 1772P.



NAJCASTEJSIE IR-AES S NUTNOSTOU VYSETRENIA NA

URGENTE

Retrospektivna analyza 628 pacientov na ICIs s naslednym vysetrenim na
urgentnom prijme v MD Anderson Cancer Center (marec 2011 az februar

2016)

z 1 026 navstev bolo 257 (25 %) kvoli IR-AEs s nutnostou hospitalizacie

IR-AEs, %
Hnacka
Kolitida
Pneumonitida
Dermatitida
Hypofyzitida
Hepatitida
Tyroiditida
Pankreatitida
Adrenalitida

Majzoub. Ann Emerg Med. 2019; 73:79

Ipilimumab (n = 186)

14,5
7
3,2
4,3
4,3
1,1
1,6
1,1
0,5

Nivolumab (n = 154)

8,4
2,6
7,1
4,5
0,6
6,1
0,6
1,9
1,3

Pembrolizumab (n = 109)

6,4
1,8
4,6
4,6
0
1,3
0
0,9
0

>1 liek (n=179)

18,4
7,3
4,5
7,8
5
0,9
5
5
1,1



IR-AES: NAJBEZNEJSIE SITUACIE

IR-AEs Najcastejsi klinicky priebeh

) Makulo-papularny ras a pruritus, najma trupu a v oblasti ramien so Sirenim na

. .(1,2
Dermatologlcke( . .. R . e v
koncatiny, ekzematoidné, lichenoidnég, psoriatické, kozné pluzgiere

Hnaéka/kolitl'da(g) Hnacka, bolesti brucha, nauzea, zvracanie, teploty, strata hmotnosti

)

Hepatéﬂne(3 ZvyCajne asymptomatické, iba laboratérne zmeny

Asymptomaticke zvysenie amylazy alebo lipazy, CT a klinické prejavy pankreatitidy,

Pankreatické'” iy . . .
silné bolesti brucha, zvracanie, hypotenzia

(3) Bolesti hlavy, poruchy videnia, Unava, zmatenost, elektrolytova dysbalancia, hlavne

Endokrinné . )
hyponatrémia, zmeny nalady

1. NCCN Guidelines for Management of Immunotherapy-Related Toxicities. v1. 2019.
2. Sibaud. Am J Clin Dermatol. 2018; 19:345.
3. Pickwell-Smith. Br J Hosp Med (Lond). 2018; 79:372.



IR-AES: ZRIEDKAVE SITUACIE

IR-AEs NajCastejsi klinicky priebeh
Pneumonitida(l) Dyspnoe, kasel, teplota, bolesti na hrudniku

Zvysenie hladiny kreatininu, azotémia, poruchy acidobazickej rovnovahy,

V4 . . (2)
Renalna toxicita , . .. L ,
elektrolytova dysbalancia, poruchy prijmu a vydaja tekutin

v ... (2 L , L, o
OcCna toxmta( ) Poruchy videnia, svetloplachost, svrbenie oci, konjuktivitida

o) Progredujlca svalova slabost, znizené slachové reflexy, senzoricko-motoricky
Neurologicka toxicita deficit, bolesti hlavy, stuhnutost krku, nauzea a vomitus, zachvatoveé stavy,
poruchy reci, depresie
Kardlovaskularna( ) Generalizovana Unava a slabost, dyspnoe, edémy, pokles LVEF %
Bolesti a opuch kibov, zépalové prejavy kibov, stuhnutost svalov, prejavy

Muskuloskeletalna2) i .
myozitidy, myalgie

1. Pickwell-Smith. Br J Hosp Med (Lond). 2018; 79:372.
2. NCCN Guidelines for Management of Immunotherapy-Related Toxicities. v1. 2019.
3.  Brumbaugh. Cardiol Rev. 2019; 27:97.



VACSINA IR-AES JE PRI LIECBE KORTIKOIDMI
REVERZIBILNA

majoritna cast imunitne neziaducich udalosti je zvratitelna

Corticosteroid
Medication B

For oral use 3

kortikoterapiou
IR-AEs sa mozu objavit aj po ukonceni terapie
‘ == Rash, pruritis
Liver toxicity
(o) == Diarrhea, colitis
= == Hypophysitis
o
P
o
3
I—
o 2z 4 6 & 10 12 1a
Time (weeks)

Weber. JCO. 2012; 30:2691.

https://pharmafactz.com/wp-content/uploads/2020/11/corticosteroids-pharmacology.jpg




Stupei imunitne

ODPORUCANIA NA ZVLADNUTIE IR-AES podmienenej
nefladuce] reakcie
(CTCAE)

Indikicia kortikosteraldoy

Doplfiujice Gdaje

Grade 1: Asymptomaticki alebo mierne symptomaticki

= kortikostercidy nie 50 ZvyCajne
indikované

= pokradujte vimunoterapi

pacienti 2

Grade 2: Stredne zavazné symptomy

= ak sl indikované, zaknite s dévkou
prednizénu 0,5 = 1 mg/kg/ded per os, ak
pacient miZe uZivat perordine lieky

= ak sivyZaduje IV podanie, zatnite 5
ddvkou metylprednizoldn 0,5 = 1 mo/
kg/den IV

= ak nie je zlepZenie podas 2 = 3 dni,
Zwyite divku kortikostercidu na 2 mog/
kg/den

= len &0 =3 nefiaduce reakcie upravia
na stupedi 0 = 1, zaénite vysadzovat
stercidy v priebehu 4 = & tyZdfiov

= pddialte podanie imunoterapie pofas
uZivania kortikosteroidoy

= pokradujte vimunoterapi, len &o za
neZiaduce reakcie upraviana . = 1.
stupefi a vysadia sa karfikoidy, pridajte
inhibitor proténovej pumipy na profylasu
steroidnej gastrointestindlng] toxicity

3 = zacnite s prednizdnom 1 = 2 mg/ = pddialte imunoterapiu, ak =a symptdmy
kg/den [alebo ekvivalentnou dévkou nezlepgia podas 4 = 6 tyZdiov, preruite
metylprednizaldnu) imunoterapiu

= aknie je zlepZenie pofas 2 = 3 = ZvaZte intravendzne kortikoidy
dnl, pridajte dalfiefalternativne = pridajte inhibitor protdnove] pumpy na
Grade 3: Zévainé, nie zivot ohrozujﬁce komplikécie imunosupresivum profylaxiu steroidne) gastrointestinalneg|
= len &0 sa neiaduce udalosti upravia na toxicity
= siupsadi 1, Zabnite vysadzovanie = pridajte profylaxiu PCP (pneumocysiove
steroidov podas 4 = b tyZdfiov pneumdnie), ak =a obakdva
= poskyinite podporni lie€bu podla imunosupresia viac ako 3 tyidne (= 30
patreby mig prednizdnu alebo ekvivalentu/dad)

4 = zacnite s lieébou prednizénom 1 = 2 = prerudte immunoterapiu
mgf kg den (alebo ekvivalentnou dévkou | - pokrafujte s intravendznymi kortikoidmi
metylprednizaldnu) = pridajte inhibitor protdnove] pumpy na

. = aknie je zlepZenie pofas 2 = 3 profylaxiu steroidnej gastrointestinalneg|
Grade 4: Zivot ohrozujuce komplikacie dni, pridajte dalie/alternativne Towicity _ _
imunosupresivam, napr. inflximab = pridajte profylaxiu PCP (pneumocysiowve)
= poskyinite podporni lie€bu podla prneumdnie), ak =a ofakdva
patreby imunosupresia viac ako 3 tyidne (= 30
1. Puzanov I, et. Al. Managing toxicities associated with immune checkpoint inhibitors: mg prednizonu alebo ekvivalentu,/dedi)
consensus recommendations from the Society for Immunotherapy of Cancer (SITC) Toxicity Pozndmika: Pri steroidnych refraktérnych pripadoch asalebo, ak je FHaduce Sefnif kortikosteroidy, manaZment by mai
Management Working Group. 2017. byt knordinovany so Specialistami

2. Leskova J. Neziaduce G¢inky imunoterapie a ich manazment. Onkol6gia (Bratisl.), 2018;13(2):102-107




DERMATOTOXICITA U PACIENTOV LIECENYCH ICIS

- 30 — 40 % pacientov uzivajucich inhibitoryPD-1/PD-L1 a priblizne v 50 % pacientov liecenych ipilimumabom
- vacsina zvladnutelna a nezavazna

- rarity ohrozujtce zivot: Stevensov-Johnsonov syndréom, toxicka epidermalna nekrolyza (SJS/TEN)

- terapia: emoliencia, antihistaminika, kortikosteroidy topicky /i. v. pri zavaznych stavoch/konzult DERM

Geisler, Amaris N. et al. Immune checkpoint inhibitor-related dermatologic adverse events. Journal of the American Academy of Dermatology, Volume 83, Issue 5, 1255 - 1268



KOZNE REAKCIE U PACIENTOV LIECENYCH ICIs

Akralna vaskulitida

A Bul6zne pemfigo

1. Sadik et al. Checkpoint Inhibition May Trigger the Rare Variant of Anti-LAD-1 IgG-Positive, Anti-BP180 NC16A IgG-Negative Bullous Pemphigoid. Front. Immunol., 14 August 2019
$.[@omonty by Sibaad Wi Mourég 1. @t %74 Immune checkpoint inhibitor-related acral vasculitis. j. immunotherapy cancer 6, 120 (2018). https://doi.org/10.1186/s40425-018-0443-6



https://doi.org/10.3389/fimmu.2019.01934

(GASTROINTESTINALNA TOXICITA U PACIENTOV LIECENYCH ICIs

Grade 2: hnacka, ziadne abnormality pri
kolonoskopii (A)

Grade 2: hnacka s edémom, er6ziami a
fragilnou mukoézou (B)

Grade 3: hnacka, ziadne abnormality pri
kolonoskopii (C)

Grade 3: hnacka,

chybanie cievnej kresby, mukoéza silne
fragilna, pocetné ulceracie (D)

Grade 1: hnacka, ziadne abnormality na
colon descendens (E)

Grade 1: hnacka, edémy, fragilna mukoéza a

ulceracie na colon ascendens (F)

Geukes Foppen. ESMO Open. 2018; 3:e000278.




nezavazné diarrhoe: antidiaroika, hydratacia, suplementacia
mineralogramu, pokracovanie v ICIs

perzistujuce grade II diarrhoe, zavazné diarrhoe grade I1I/IV: prerusenie
terapie ICls, systémové kortikoidy

odpoved na liecbu 1. v. kortikoidma:

- respondér do 3 — 5 dni: prechod na p. o. formu kortikoidov, postupna
redukcia v trvani 8 — 12 tyzdnov

- non-respondér: infliximab 5 mg/kg

u pacientov s epizodou enterokolitidy je po navrate ICIs vysoké riziko jej
rekurencie

HAANEN ET AL. MANAGEMENT OF TOXICITIES FROM IMMUNOTHERAPY: ESMO CLINICAL PRACTICE GUIDELINES. Ann Oncol (2017) 28 (suppl 4): iv119-iv142.



Incidence per 1,000 person (months)
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Increased ALT

HEPATITIDA

Grade 1-2 in light colours and grade 3-5 in darker colours

D Ipilimumab

Ipilimumab +
Nivolumab

Nivolumab

I:l Pembrolizumab

(o)

(o)

(o)

(o)

(o)

o

zvycajne klinicky asymptomaticka
elevacia hepatalnych enzymov
nutné vylucenie virusovej etiologie
auto-protilatky obvykle nepritomné
bioptizacia procesu

kortikoidy, mykofenolat mofetil

Boutros et al., Nat Rev Clin Oncol 2016

https://www.miragenews.com/new-tool-to-predict-outcomes-in-cirrhosis-of-liver/




c'L'I N I CAL P RACT| c E Symptom Grade Management escalation pathway Assessment and Investigations
GUIDELINES , ‘ : .

Grade 1: —} Continue treatment <— if > ULN - 3 x ULN repeat in 1 week
ALT or AST> ULN -3 x ULN E % &

~ ~ s ~

Re-check LFTs/INR/albumin
every 3 da
i Grade 2 SRTINL S3% o Review medicraytions y: g. statins
rade 2: ,.0. ‘
if rising ALT/AST when re-checked, s :

I m m u n e r e Iat e d ALT or AST 3-5 x ULN start oral prednisolone 1 mg/kg antibiotics and alcohol h»ls_tory

. Perform liver screen: Hepatitis A/B/C

serology, Hepatitis E PCR,

hepatotoxicity i BRSHNGNSARPAC,

Consider imaging for metastases/clot

ICPi-related toxicity: Management of hepatitis \ J
Steroid wean:
+ Grade 2: Once grade 1, wean over 2 weeks; re- Cease treatment

escalate if worsening; treatment may be resumed once — ALT/AST < 400 and normal As above; daily LFTs/INR/albumin

rednisolone < 10 m : bilirubin/INR/albumin: Oral Perform US with Doppler

P ey ; S ALT or AST 5-20 x ULN p prednisolone 1 mg/kg Low threshold t agppn it

* Grade 3/4: Once improved to grade 2, can change to ow threshoid to adm
i ALT/AST > 400 or raised clinical concem
oral prednisolone and wean over 4 weeks; for grade 3, bilirubin/INR/low albumin: IV

re-challenge only at consultant discretion (methyl)prednisolone 2 mg/kg

Worsening despite steroids:
« Ifon oral change to IV (methyl)prednisolone
* Ifon IV add MMF 500-1000 mg bid

« |f worse on MMF, consider addition of tacrolimus ) A
« Acase report has described the use of anti-thymocyte ALT or gg}dg go « ULN

globulin in steroid + MMF-refractory fulminant hepatitis

m F 201K SM(C Al - - - ¢ - S ) e e-Care/Mana - eNt-0 To Ches-arom Of il
/ S S0 - Nnons resarven esmo m/ils Sdine SHNDOOMye-ano-~a = e- e ananame -~ 1 OOX ESSTOM-1miTiUn Naran
o 2018 ESMO. All nghts reserved. esmo.org/Guideiines/Suppo ve-and-Paliiative-Care/Management-of- | oxcities-ro unotherapy
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15

10-

Incidence per 1,000 person (months)

=

Pneumonitis

PNEUMONITIDA

castejsie pri liecbe anti-PD-1 ako pri anti-
CTLA-4

zriedkavo je zavazna

nutné vylucit infekciu: CT + bronchoskopia
pneumonitida grade I + II: ambulantna terapia
liecba: vynechanie ICI pr1 vsetkych stupnoch

Grade 1-2 in light colours and grade 3-5 in darker colours

D Ipilimumab Ipilimumab +

Boutros et al., Nat Rev Clin

Nivolumab

Oncol 2016

[l Nivolumab

D Pembrolizumab



-

Jacques Cadranel et al. Eur Respir Rev 2019;28190058



CLINICAL PRACTICE Sl L dat
GUIDELINES Immune-related

pneumonitis is Immunosuppressive treatment should be started immediately
documented or
suspected
When no
Imm une related possibility to rule Oral or IV broad-spectrum antibiotics should be administered in parallel to the

out infection using  immunosuppressive treatment for grade = 3 pneumonitis

pneu monitis toxicities bronchoscopy

Management of peumonilts Oral prednisone 1 mg/kg daily or equivalent with clinical assessment every 2-3
days initially is recommended, with additional radiological assessments for grade 2
Grade 1-2 pneumonitis, and possible ICPi treatment interruption. Following recovery, steroids
should be tapered over 4-6 weeks and ICPi treatment reintroduction delayed until
the daily steroid dose is < 10 mg of oral prednisone

Hospitalisation, treatment with high dose IV (methyl)prednisolone 2-4 mg/kg/day or

Grade 3-4 equivalent and permanent discontinuation of ICPi treatment is recommended
moderate-to- « If there is no improvement after 2 days, additional immunosuppressive
severe cases strategies, such as infliximab, MMF or cyclophosphamide, are recommended

« Steroids should be tapered slowly over at least 6 weeks to prevent recurrence




ENDOKRINNE AES

30
endokrinopatie: castejsie pri liecbe anti-PD-1 ako

25 anti-CTLA-4

hypofyzitida: indukuje tuplny alebo ¢iastocny
panhypopituitarizmus, castejsie pri liecbe anti-
CTLA-4 alebo pri kombinacu CTLA-4/PD-1

20

15

Incidence per 1,000 person (months)

pri hypofyzitide: MR vysetrenie + hladiny
s hormoénov
5- | ' substitucna hormonalna liecba
| diabetes mellitus: monitoring hladiny glukézy:
Hyperthyroidism ' Hypophysitis  Hypothyroidism = zichyt de novo DM, pacienti DM 2. typu: mozny

rozvoj ketoacidozy

Grade 1-2 in light colours and grade 3-5 in darker colours

D Ipilimumab Il’\'ljii\ii(;?:rw:li)+ I] Nivolumab D Pembrolizumab

nevyhnutna spolupraca s endokrinolégom

Boutros et al., Nat Rev Clin Oncol 2016



VZACNE DRUHY ICI-INDUKOVANEJ TOXICITY

o neurologicka toxicita

zaclatok toxicity 6 — 13 tyzdnov od zacatia terapie

okrem toxicity grade I — pozastavenie terapie, kym sa neobjasni etiologia tazkosti
kortikoterapia, plasmaferéza pre mysatheniu gravis

konzultacia s neurolégom

o kardiotoxicita

s kardiolégom

V ramci klinickych studii a praxe bolo pozorovanych niekolko kategérii kardiotoxicity navodenej ICIs —

myokarditida

perikarditida

prevodové poruchy srdca (AV blokada a dalsie)

vaskulitida

predsienové alebo komorové arytmie

akutny infarkt myokardu

poskodenie Tavej komory bez myokarditidy (funkéné poskodenie)
dilatacna kardiomyopatia

tako-tsubo kardiomyopatia

https://www.dkfindout.com/us/human-body/brain-and-nerves/nerve

https://www.istockphoto.com/illustrations/human-heart

cells/



https://www.dkfindout.com/us/human-body/brain-and-nerves/nerve-cells/

Algoritmus manaZmentu
imunitou navodenej
myokarditidy

Hodnotenie pred liecbou
viychodiskowy treponin a EXG

l

Hodnotenie pocas liechy
= troponin v 2.tyZdni, 4.tyZdni a v 3.mesiad

!

Zvyseny troponin

» daokladné diferencialna diagnostika: kardidlne zlyhavanie, ischémia, arytmia a myozitida kostrového svalstva
» konzultacia kardiologa

|

Y

Mierne/hranicne zvySeny troponin,
asymptomaticky pacient

— vyligenie falodnej pozitivity

«  gvait iny troponinovy test a odber NT-proBNP .

Signifikantne zvySeny troponin, asymptomaticky
pacient

prerusenie imunoterapie

troponin a EKG kaZdé 2-3 dni a do normalizacie

!

Zvyseny troponin, symptomaticky pacient
hospitalizacia, preruSenie imunoterapie
monitoring srdca: ECHO, denne EXG, kardiolog

]

Faloine pozitivny
troponin

h 4
Faloine pozitivny troponin
* pokratovanie v terapii a
monitoringu pacienta

Realne pozitivny
troponin

!

!

v

Normalizécia < 2 tyZdne
*  pokracovanie v terapii

Normalizécia 2 2 tyZdne
pozastavenie daliej terapie
zvaienie konzulticie
kardiologa

Ak je najpravdepodobnejsou dg. myokarditida

* kardio MR, zvaZenie biopsie myokardu

+ zahdjenie kortikoterapie — metylprednisolon
1giv. bolusdenne

» gvéienie konzulticie kardiocentra

* imunomodulacna terapia v pripade biopsiou

verifikovanej myokarditidy
*  anti-tymocytovy globulin (1. volba)
+ infliximab

*  mykofenoldt mofetil
*  tacrolimus

Orszaghova et al. Kardiotoxicita vyvolana inhibitormi imunitnych kontrolnych bodov pouzivanymi v imunoterapii nddorov. Cardiology Lett. 2019;28(6):210-217




CLINICAL PRACTICE
GUIDELINES

Immune related
toxicities
ICPi-related toxicity: Management of arthralgia

Arthralgia: Pain in the joints without associated swelling; may be
found in conjunction with myalgia (muscle pain), a common AE

DDx to consider:

* Arthritis (see Figure 14 in the CPG for further tests and
management)

+ Polymyalgia rheumatica (see arthritis as may present with small
joint synovitis)

+ Myositis (characterised by tendemess to palpation of muscle)

Due to the paucity of literature on management of this AE, this
algorithm serves as a general guide only; seek rheumatology advice

if severe symptoms not responding to steroids

Symptom Grade Management escalation pathway

Grade 1:
Mild pain with
inflammation,
erythema or joint swelling

Initiate analgesia with
paracetamol and ibuprofen

Continue ICPi

-

Assessment and Investigations
& N

Complete rheumatological history regarding DDx
above and examination of all joints and skin

Consider plain X-ray/imaging to exclude
metastases if appropriate

Autoimmune blood panel (as above)

Grade 2:
Moderate pain associated
with the above, limits
instrumental ADL

Escalate analgesia and use diclofenac
or naproxen or etoricoxib

If inadequately controlled, initiate
prednisolone 10-20 mg or consider
intra-articular steroid injections
for large joints
Consider withholding ICPi and resuming
upon symptom control, prednisolone
< 10 myg; if worsens treat as per grade 3

Grade 3:
Severe pain; irreversible
joint damage; disabling;
limits self-care ADL

Withhold ICPi
Initiate prednisolone 0.5-1 mag/kg

If failure of improvement after 4 weeks

or worsening in meantime, refer patient
to rheumatologist (consider
anti-TNFa therapy)

Compiete history and examination as above;
autoimmune blood panel

US +/- MRI imaging of affected joints
Consider early referral to a rheumatologist

As for grade 2
Seek rheumatologist advice and review




TAKE HOME MESSAGES

ICIs: nové stratégie na horizonte onkologickej terapie: expanzia
indikacii, aj do prvej linie a adjuvantnej] a maintenance liecby
IR-AEs st sposobené aktivaciou lymfocytov mimo miesta
prostredia nadoru

najvaznejsie komplikacie s nutnostou hospitalizacie: diarrhoe,
kolitida, pneumonitida, hypofyzitida a dermatitida

vcasna 1dentifikacia priznakov dava moznost zefektivnit terapiu
neziaducich tc¢inkov na maximum

multidisciplinarny pristup je klticovy v stratégii manazmentu



DAKUJEM ZA POZORNOST!




