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Immunotherapy — The Beginning of the End for Cancer:
Transforming Cancer into Chronic Disease

“Immunotherapies will likely become the treatment
backbone in up to 60% of cancers over the next 10 years
compared with <3% today.”

50. vyrocCie zalozenia ASCO

" Andrew Baum MD: Citi Research/ Citigroup Global Markets PRESENTED AT: " ANNUAL

MEETING
SCIENCE & SOCIETY




Checkpoint inhibitory — suc¢astné FDA schvalené indikacie

= Pocty pacientov liecenych ICls narastaju

PMBCL . . .
HNSCC — |ICls schvalené ako monoterapia,
HL ¥ NSCLC v kombinacii s inymi ICls a v kombinacii
¢ akb SCLC s chemoterapiou aj biologickou lieCbou
HCC TNBC — ICls histovr,icky,pquil'varlé najprv
RCC v neskorsich liniach liecby

Mocovy mechur . ) o
— Dnes posun do v€asnych linii

a v€asnejsich stadii (adjuvantna
Rx u melandmu, maintenance
u lll stadium NSCLC, mocovy mechur)

Gastric/GE)
. MSI-high CRC
Melaném _ 8
Merkel cell karcindm
Skvamocelularny
karcindm koze

Cervix karcinom . . _ ,
— Liecba moéze prebiehat roky
— Inicialne sa ICls podavali zvycajne
po dobu 2 rokov resp. do progresie
alebo toxicity

MMR-deficientné
solidne nadory

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




Checkpoint inhibitory (ICls) vyrazne zlepsuju celkové
prezivanie oproti liecbe v minulosti

OS pre metastaticky melaném v klinickych Pembrolizumab + redukovany Ipilimumab
$tadiach v obdobi rokov 1975 az 2005 u metastatického melanému, 20172
1.0 1 100 -
Prezivanie zo 42 studii Fazy Il 90 _w
i . SSRT
2 0.81 u pacientov so stadiom IV 80
=k melanému (n = 2100) 70 A
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0 12 24 36 0 3 6 9 12 15 18 21 24
Mesiace Mesiace
Patcienti v riziku,n 153 147 140 140 131 97 44 7 0
(cenzurovani) (0) (0) (3) (3) (6) (38) (91) (128) (135)

Benefit ICls pozorovany u mnohych nadorov
1. Korn. JCO. 2008;26:527. 2. Long. Lancet Oncol. 2017;18:1202.




Imunitne navodené vedlajsie prejavy (IR-AEs)
" |Cls m6Zu navodit dlhotrvajuce lieCebné odpovede
u viacerych typov nadorov

" |Cls suU spojené aj s inou toxicitou ako pri chemoterapii
a inou, ako pri targetovej liecbe

" |[R-AEs (Imuno Related - Adverse Events)
—Aktivacia nadorovych buniek mimo prostredia nadoru

—Prejavy toxicity podobné ako pri autoimunnom
ochoreni




Nové a iné spektrum vedlajsich prejavov
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Hypophyzitida Uveitida

Zapal orbity

Suchost v L’Jstach
Hypothyr0|d|zmus

Pneumonitida
Hepatitida
Adrendlna
Pankreatitida insuffciencia
Autoimunny diabetes
Kolitida

Ras a vitiligo ~~ &

Arthralgla

Michot. Eur J Cancer. 2016;54:139. Robert. ASCO 2017.




Imunitne navodeneé AEs

Boutros et al., Nat Rev Clin Oncol 2016



Frekvencia IR-AEs u ICls monoterapie

Distribucia grade 1/2 IR-AEs!!]

Distribtcia grade 3-5 IR-AEs!!!
40 A 157 B cTLA-4 15 A 118 B cTLA-4
B PD-1 W PD-1
l PD-L1 W PD-L1

Pacienti (%)
Pacienti (%)

AR O R RIS T R NS
s s s RN ST A SR
?‘ &© ?‘ &© W W &© ke &© \e &©
$® $® $® %Q/ $® $Q,

Incidencia roznych IR-AEs u réznych nadorov odlisna (2

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

— Kolitida bola pozorovana najcastejsia u melanémov (p = .016), pneumonitida najcastejsSie
u NSCLC (p = .004)

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




IR-AEs pocas trvania liecby Nivolumabom

160

B Koia
140 W Gl
B Endokrinné
120 M Hepatalne
< 100 Plicne
S Bl Renadlne
S 80
O
L 60
40
20
0 I- — T T 1
<16 <32 <48 <64 <80 <96
Pacienti v riziku, n Tyzdne od zacatia lieCby
Stale v $tadii 453 281 138 26 10 9
Stale v liecbe 298 172 76 11 3 0
VSetci s novou udalostou 239 34 4 5 0 0
Stéle v studii a nova udalost% 53 12 3 19 0 0

Weber. JCO. 2017;35:785.




Cas ndastupu toxicity grade 3/4 pri kombindcii
Nivolumab + Ipilimumab u pokrocilého melanému

= Retrospektivna analyza 448 pacientov s pokroCilym melandmom lieCenych
kombinaciou Nivolumab 1 mg/kg + Ipilimumab 3 mg/kg x 4

3.1 (IQR: 1.0-8.0; min-max: 0.1-55.0)

Koza
(n=33)
Gl 7.1 (IQR: 4.3-10.6; min-max: 0.6-48.9)
(n=73)
Hepatalne 8.4 (IQR: 5.2-12.1; min-max: 2.1-48.0)
(n=76)
Endokrinné 11.4 (IQR: 6.7-13.6; min-max: 2.9-19.1)
(n=21)
PlGcne 9.4 (IQR: 3.7-19.9; min-max: 3.7-20.6)
(n=6) '
Renalne 16.3 (IQR: 4.1-23.7; min-max: 3.3-29.0)
(n=7)
T T T T I I
0 10 20 30 40 50 60

Tyzdne
Sznol. JCO. 2017,35:3815.




Vacsina IR-AEs je pri liecbe kortikoidmi
reverzibilnych

Ras, pruritus

—— Hepatalna toxicita

— Hnacka, kolitida
> Hypophyzitida
O
x
S
- \
©
o

0 2 4 6 8 10 18 14

Weber. JCO. 2012;30:2691.




IR-AEs sa moOzZu objavit aj po ukonceni liecby ICls

" Retrospektivna analyza 64 pacientov s pokrocilym
melandmom liecenych kombinaciou Nivolumab

+ Ipilimumab (od decembra 2014 do januara
2016)

—31 pacientov ukoncilo liecbu predcasne
pre toxicitu

—U 4/31 (13%) pacientov bola zistena klinicky
signifikantne IR-AEs > 16 tyzdnov po ukonceni

° \4
lieC by Shoushtari N. JAMA Oncology 4(1), August 2017




Najcastejsie IR-AEs s nutnostou vysetrenia na Urgente

= Retrospektivna analyza 628 pacientov na ICls s naslednym vysetrenim na Urgente
v MD Anderson Cancer Center (marec 2011 az februar 2016)

— Z 1 026 navstev, 257 (25.0%) kvoli IR-AEs, s 210 (81.7%) IR-AEs s nutnostou
hospitalizacie

irAE, % Ipilimumab (n = 186) Nivolumab (n =154) Pembrolizumab (n = 109) >1liek (n=179)
Hnacka 14.5 8.4 6.4 18.4
Kolitida 7.0 2.6 1.8 7.3
Pneumonitida 3.2 7.1 4.6 4.5
Dermatitida 4.3 4.5 4.6 7.8
Hypophyzitida 4.3 0.6 0 5.0
Hepatitida 1.1 6.1 1.3 0.9
Thyroiditida 1.6 0.6 0 5.0
Pankreatitida 1.1 1.9 0.9 5.0
Adrenalitida 0.5 1.3 0 1.1

Najzriedkavejsie IR-AEs (< 1.1%): nefritida, hematologicka toxicita, myokarditida, vaskulitida, o€na toxicita

Majzoub. Ann Emerg Med. 2019;73:79.




Casté IR-AEs: Obvyklé situdcie

Najcastejsi klinicky priebeh

Dermatologické [12]
Makulo - papularny ras a pruritus, najma trupu, a v oblasti ramien, so Sirenim
na koncatiny, ekzematoidné, lichenoidné, psoriatické, kozné pluzgiere

Hnacka/kolitida (3! Hnacka, bolesti brucha, nauzea, zvracanie, teploty, strata na vahe

Hepatdlne B! ZvyCajne asymptomatické, iba laboratérne zmeny

ické [1]
Pankreaticke Asymptomatické zvySenie amylazy alebo lipazy, CT a klinické prejavy

pankreatitidy, silné bolesti brucha, zvracanie, hypotenzia

inné 8] . . . .. / . :
Endokrinnée Bolesti hlavy, poruchy videnia, Ginava, zmitenost, elektrolytova dysbalancia,

hlavnhe 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.




Menej ¢asteé IR-AEs: Zriedkave situacie

Najcastejsi klinicky priebeh

Pneumonitida [! Dyspnoe, kasel, teplota, bolesti na hrudniku

Renalna toxicita [! Zvysené hladiny kreatininu, azotémia, poruchy acido bazickej rovnovahy, elektrolytova
dysbalancia, poruchy prijmu a vydaja tekutin

O¢na toxicita [2] o , o o
Poruchy videnia, svetloplachost, svrbenie oci, konjuktivitida

Neurolog. toxicita [2!

Progredujuca svalova slabost, zniZzené slachové reflexy, senzoricko motoricky deficit, bolesti
hlavy, stuhnutost krku, nauzea a vomits, zachvatové stavy, poruchy reci, depresie

Kardiovaskularna [3] Generalizovana Unava a slabost, dyspnoe, edémy, pokles LVEF%

Muskuloskeletalna [2! , , ) o , , , » ,
Bolesti a opuch klbov, zapalové prejavy klbov, stuhnutost svalov, prejavy 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.




Vseobecné odporucania pre zvladnutie IR-AEs

= @Grade 1: Asymptomaticki pacienti alebo = Grade 3: Zavainé, nie Zivot ohrozujuce
mierne sympotomy symptomy
— Starostlivé sledovanie, lieCba ICls dalej — Okamzité zastavenie imunoterapie
— Bez dalSej medikacie — Hospitalizacna starostlivost
= Grade 2: Stredne zavazné symptomy — Vyssie davkovany Prednison 2 mg/kg
— Lokalna lieCba alebo non-invazivna — Pomalé znizovanie davky pocas 1 mesiaca
intervencia pri zlepSeni toxicity na grade <1
— Na zvéaZenie nizke davky Prednisonu = Grade 4: Zivot ohrozujuce komplikacie
0,5-1 mg/kg

— Okamzita medicinska intervencia
— Moznost opatovného nasadenia liecby za podmienok hospitalizacie na JIS

ICls, ak sa toxicita zmierni na grade < 1 o o
— Definitivne ukoncenie lieCby ICls

CTCAE v4.03. June 2010. Atezolizumab adverse reaction management brochure.
Nivolumab adverse reaction management guide. Pembrolizumab adverse reaction management guide.




Vseobecneé principy
.Grade 3 - Imunosupresia

- Prerusenie podavania ICl, hospitalizacia, konzultacie

4

specialistov podla postihnutia orgénového systému

- Systemove kortikoidy

- Infliximab (anti-TNFa)

- Mycophenolat mofetil
- Tacrolimus

-Iné - plazmafereéza, ]
anti - thymocytarny globulin, IVIG



Kozné reakcie u pacientov liecenych ICls

Grade 3 makulo - papularny ras

Am J Clin Dermatol. Dermatologic reactions to immune checkpoint inhibitors: skin toxicities and immunotherapy. Sibaud V. ©
2018.




Kozné reakcie u pacientov liecenych ICls

Buldzny pemphigoid, plus makulo papularny Vaskulitida s nekrdzou a livedo na prstoch
ras a pluzgiere (zelené kruzky)

_Am J Clin Dermatol. Dermatologic reactions to immune checkpoint inhibitors: skin toxicities and immunotherapy. Sibaud V. © 2018._




CLINICAL PRACTICE

GUIDELINES
Summary of recommendations
Any other aetiology of skin problem, such as infection, an effect of another drug or a skin
condition linked to another systemic disease, should be ruled out
Immune-related

The severity of the reaction should be evaluated by a careful and thorough physical
examination of the skin, including the mucosal areas, and patient's general health status

skin toxicity

Diagnosis and pathology/molecular biology : : : ; : : :
A biological assessment, including blood cell count and liver and kidney tests, may be required

to rule out dermatological emergencies

* In severe cases, ICPi treatment should be permanently discontinued, the patient
hospitalised and symptomatic treatment initiated immediately

Severity of maculopapular rash should be classified according to the CTCAE version 4.0

\
© 2018 ESMO. All rights reserved. esmo.org/Guidelines/Supportive-and-Palliative-Care/Management-of-Toxicities-from-Immunotherapy



Kolitida u pacientov liecenych ICls

Grade 2 hnacka, ziadne
abnormality
pri kolonoskopii (A)

Grade 2 hnacka

s edémom, erdoziami

a fragilnou mukozou (C)
Grade 3 hnacka, ziadne
abnormalitiy

pri kolonoskopii (B)

Grade 3 hnacka,
chybanie cievnej kresby,
mukadza silne fragilna,
Grade 1 hnacka, ziadne pocetné ulceracie (D)
abnormality na colon
descendens, (E) a edémy,
fragilna mukodza

a ulceracie na colon

ascendens (F)

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




CLINICAL PRACTICE TRl =

GUIDELINES Merageren

: Treatment with antidiarrhoeals, fluid and electrolyte supplementation, if
Non-severe diarrhoea

required, and ICPis can be continued

FOTSISIant gradh & iseyere grads ICPi discontinuation and initiation of systemic corticosteroids

Immune related 3-4 | grade 1-2 with alarm (1 to 2 malkg IV daily)

: . symptoms
gastrointestinal
Responding (within 3-5 days): switch to the oral form, treatment

toxicities Response to IV corticosteroids ~ tapered over 8-12 weeks

Gl toxicity of ICPis — management, Not responding: switch to infliximab 5 mg/kg (unless contraindicated)

follow-up and long-term implications
Colonic perforation

{uithior wilhoUt itravborminal dbscass Emergency subtotal colectomy with ileostomy and endoscopy

Follow-up and long-term implications
Corticosteroids or infliximab treatment does not affect response and OS of patients treated with ipilimumab

Reintroduction of ICPi in patients previously experiencing enterocolitis is associated with a high risk of
relapse - discuss on an individual basis

\
© 2018 ESMO. All rights reserved. esmo.org/Guidelines/Supportive-and-Palliative-Care/Management-of-Toxicities-from-Immunotherapy



Hepatitida

» ZvycCajne klinicky asymptomaticka
* VlyluCenie virusovej infekcie

 Auto-protilatky obvykle nepritomné

 Potreba biopsie

Boutros et al Nat Rev Clin Oncol 2016



CLINICAL PRACTICE
GUIDELINES

Immune related
hepatotoxicity

ICPi-related toxicity: Management of hepatitis

Steroid wean:

Grade 2: Once grade 1, wean over 2 weeks; re-
escalate if worsening; treatment may be resumed once
prednisolone < 10 mg

Grade 3/4: Once improved to grade 2, can change to
oral prednisolone and wean over 4 weeks; for grade 3,
re-challenge only at consultant discretion

Worsening despite steroids:

If on oral change to IV (methyl)prednisolone

If on IV add MMF 500-1000 mg bid

If worse on MMF, consider addition of tacrolimus

A case report has described the use of anti-thymocyte
globulin in steroid + MMF-refractory fulminant hepatitis

Management escalation pathway

Symptom Grade
4 £y

Continue treatment

e

Grade 1: —}
ALT or AST > ULN - 3 x ULN E
\ J
-
Grade 2:
ALT or AST 3-5 x ULN
\

Grade 3:
ALT or AST 5-20 x ULN

Withhold ICPi treatment

If rising ALT/AST when re-checked,
start oral prednisolone 1 mg/kg

Cease treatment

ALT/AST < 400 and normal
bilirubin/INR/albumin: Oral
prednisolone 1 mg/kg

ALT/AST > 400 or raised
bilirubin/INR/low albumin: IV
(methyl)prednisolone 2 mg/kg

Grade 4:
ALT or AST > 20 x ULN

IV (methyl)prednisolone 2 mg/kg
Permanently discontinue treatment

Assessment and Investigations
a )

If > ULN — 3 x ULN repeat in 1 week

7

Re-check LFTs/INR/albumin
every 3 days
Review medications, e.qg. statins,
antibiotics and alcohol history

Perform liver screen: Hepatitis A/B/C
serology, Hepatitis E PCR,
anti-ANA/SMA/LKM/SLA/LP/LCI,
iron studies

Consider imaging for metastases/clot
\ S

As above; daily LFTs/INR/albumin
Perform US with Doppler

Low threshold to admit if
clinical concern

As above; hepatology consult
Consider liver biopsy

© 2018 ESMO. All rights reserved. esmo.org/Guidelines/Supportive-and-Palliative-Care/Management-of-Toxicities-from-Immunotherapy



Incidence per 1000 person-months [95% Cl]

25
20
15
10

Pneumonitida

- Castejsie pri liebe anti-PD1
ako anti-CTLA-4
» Malokedy zavazného grade
* Potrebné vylucit infekciu
Promptne CT-scan a bronchialna lavaz

—
Grade 1-2
— Ipilimumab
'L‘— W Pembrolizumab

M Nivolumab

Pneumonitis

B Nivolumab + Ipil

Boutros et al Nat Rev Clin Oncol 2016



CLINICAL PRACTICE
GUIDELINES

Summary of recommendations

Ground glass opacities

Immune related - «  Acryptogenic organising pneumonia-like appearance

Sk s ags adiologlical fSeties * Interstitial pneumonia pattern
Pneumon |t|S tOX|C|t|eS » Characteristics of hypersensitivity pneumonitis
ADYBENVEGSIELaN. £y IR LGS Generally not required for patient management, unless there is

prompt investigation to formally exclude
lung toxicity and all patients presenting
with pulmonary symptoms should be
assessed by CT

Lung biopsy doubt as to the aetiology of pulmonary infiltrates, when a VATS
biopsy is the method of choice

Supports the identification of infections and is recommended in

Bronchoscopy with BAL : ;
any symptomatic pneumonia

m © 2018 ESMO. All rights reserved. esmo.org/Guidelines/Supportive-and-Palliative-Care/Management-of-Toxicities-from-Immunotherapy



CLINICAL PRACTICE SRR =
G'"DEL'NES Immune-related

pneumonitis is Immunosuppressive treatment should be started immediately
documented or
suspected
When no
|mmu ne re|ated possibility torule  Oral or IV broad-spectrum antibiotics should be administered in parallel to the

out infection using  immunosuppressive treatment for grade = 3 pneumonitis

pneumonitis toxicities bronchoscopy

Managementof. pguno itk 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

\
© 2018 ESMO. All rights reserved. esmo.org/Guidelines/Supportive-and-Palliative-Care/Management-of-Toxicities-from-Immunotherapy



Endokrinné AEs

Grade 1-2
Ipilimumab

B Pembrolizumab
B Nivolumab

Grade 3-5

E:.g;!

® Nivolumab + Ipilimumab

Incidence per 1000 person-months [95% CI]

25
20

c wn

Hypophysitis

Hypothyroidism Hyperthyrodism

» Poruchy funkcie SZ &astejsie pri liecbe
anti-PD-1 ako CTLA-4

» Hyperfunkcia, ktora méze byt nasledovana
hypofunkciou

« Hypophyzitida indukuje uplny alebo CiastoCny
panhypopituitarizmus, CastejSie pri lieCbe

iz - > anti-CTLA-4 alebo
- ﬁ n pri kombinacii CTLA-4 / PD1

» Dlhotrvajuca toxicita vyzaduje
substitucnu lieCbu

Boutros et al Nat Rev Clin Oncol 2016



CLINICAL PRACTICE ;
EUIDELINES

Blood glucose levels should be regularly monitored in patients treated with ICPi in
order to detect the emergence of de novo DM

o Patients with Type 2 DM may develop ketoacidosis, which should be treated
Immune related toxicities according to standard local guidelines

- endocrmopathles The role of high-dose steroids in preventing total loss of pancreatic beta cells is

Type 1 diabetes mellitus unclear and is not recommended

C-peptide and antibodies against GAD and islet cells can distinguish between Type 1
and Type 2 DM

Restarting ICPi treatment can be considered once the patient has been regulated
with insulin substitution

\
© 2018 ESMO. All rights reserved. esmo.org/Guidelines/Supportive-and-Palliative-Care/Management-of-Toxicities-from-Immunotherapy



CLINICAL PRACTICE
GUIDELINES

Rare immune-
related toxicities

Neurological toxicity

Summary of recommendations

Time frame

Assessment

Management

A range of neurological events have been described with a time of onset from 6 to 13
weeks

Progression of the underlying cancer, seizure activity, infection and metabolic
derangement should be ruled out as causes and nerve conduction studies and lumbar
puncture may assist in diagnosis

» Early consultation with a neurologist is advised

» For all but mild (grade 1) neurological symptoms, ICPi therapy should be withheld
until the cause is determined

 Prednisolone 0.5-1 mg/kg should be considered for moderate symptoms

» High-dose oral prednisolone 1-2 mg/kg or IV equivalent is recommended for
significant neurological toxicity

« Plasmapheresis or IVlg may be required for the treatment of myasthenia and GBS

© 2018 ESMO. All rights reserved. esmo.org/Guidelines/Supportive-and-Palliative-Care/Management-of-Toxicities-from-Immunotherapy



CLINICAL PRACTICE
GUIDELINES

Rare immune-
related toxicities

Cardiac toxicity

Summary of recommendations

Circumstances

Management

Cardiac side effects have been reported to occur after treatment with ipilimumab,
pembrolizumab and nivolumab and the incidence is higher with the combination of
ipilimumab and nivolumab compared with nivolumab alone

 Early consultation with a cardiologist is recommended

» High-dose corticosteroids should be instituted rapidly if ICPi-induced cardiac side
effects are suspected

 Escalation to other immunosuppressive drugs, such as infliximab, MMF and ATG,
is recommended if symptoms do not respond promptly to steroids

© 2018 ESMO. All rights reserved. esmo.org/Guidelines/Supportive-and-Palliative-Care/Management-of-Toxicities-from-Immunotherapy



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 tenderness 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 Assessment and Investigations
4 N

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

Initiate analgesia with
paracetamol and ibuprofen

Continue ICPi

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) J

\
Grade 2: : : Complete history and examination as above;
Motkirde painsssocialni Escalate analgesia and use dlf:lofenac p autoinrrmune e — )
with the above, limits or naproxen or etoricoxib — p N
instrumental ADL If inadequately controlled, initiate US +/- MRI imaging of affected joints
prednisolone 10-20 mg or consider Consider early referral to a rheumatologist
intra-articular steroid injections y

for large joints
Consider withholding ICPi and resuming
upon symptom control, prednisolone
< 10 mg; 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 mg/kg
If failure of improvement after 4 weeks

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

As for grade 2
Seek rheumatologist advice and review

© 2018 ESMO. All rights reserved. esmo.org/Guidelines/Supportive-and-Palliative-Care/Management-of-Toxicities-from-Immunotherapy



Pre istotu byt pripraveny
na neocakavanu

toxicitu, edukovat’ pacienta,
toxicitu zacat’

rieSit’ v€as, nevahat’
konzultovat’

specialistov a postupovat’
podla guidelines




Zaver 1

Indikacie liecby ICls sa rozSiruju stale do SirSieho spektra
nadorov, u mnohych uz do 1. linie, udrziavacej liecby,
adjuvantnej liecby

ICls spbsobuju IR-AEs aktivaciou lymfocytov mimo prostredia
nadoru

—IR-AEs sa mozu vyskytnut aj po ukonceni liecby ICls

IR-AEs, ktoré sposobuju najvaznejsie komplikacie s nutnostou
hospitalizacie na Urgente su kolitida (a hnacka),
pneumonitida, hypophyzitida a dermatitida




Zaver 2

= Pacientovi s toxicitou po ICls sa musi venovat nélezita
pozornost, neprehliadnut a nepodcenovat symptémy

—Promptna konzultacia specialistu podla postihnutého
organoveho systemu

—Manazment podla zavaznosti symptomov, podporna lieCba,
podavanie kortikoidov v pripade potreby, uprava davky ICl

— Riadit sa odporucaniami odbornych spolo¢nosti, ESMO,
ASCO, NCCN, ktoré su volné dostupné a ulahcuju lekarovi
rozhodovanie, na ESMO webe a podobne.
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