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ADCs y manejo de
'nuevas’ toxicidades

“VIEJAS” toxicidades

producidas por

NUEVOS farmacos

éSon realmente nuevas?
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n N Incidence (95% CI)
Overall
ADC agent 11,237 12,315 . 0.912 (0.907, 0.917)
Individual
Trastuzumab Deruxtecan 1285 1311 W 0.980(0.973, 0.988)
Polatuzumab Vedotin 459 47 &, 0.977(0.963, 0.990)
Sacituzumab Govitecan 841 860 | 0.971(0.960,0.982)
Patritumab Deruxtecan 78 81 —&—  0.963 (0.922, 1.004)
Tisotumab Vedotin 239 249 - 0.960 (0.935, 0.984)
Trastuzumab Emtansine 1454 1520 ] 0.957 (0.946, 0.967)
Mirvetuximab Soravtansine 295 309 - 0.955(0.932,0.978)
Glembatumumab Vedotin 353 371 - 0.951 (0.930, 0.973)
Enfortumab Vedotin 363 38| - 0.940 (0.917, 0.964)
Brentuximab Vedotin 783 839 - 0.933 (0.916, 0.950)
Trastuzumab Duocarmazine 171 185 —-— 0.924 (0.886, 0.962)
Tamrintamab Pamozirine 68 74 —a— (.919(0.857, 0.981)
Lifastuzumab Vedotin 117 128 —— 0.914 (0.866, 0.963)
Praluzatamab Ravtansine 90 99 —— 0,909 (0.852, 0.966)
Belantamab Mafodotin 84 95 —.— 0.884 (0.820, 0.949)
Inotuzumab Ozogamicin 330 379 —- 0.880 (0.847, 0.913)
Other 1408 1604 = 0.878 (0.862, 0.894)
BMS-986148 110 126| —_— 0.873 (0.815, 0.931)
Rovalpituzumab Tesirine 963 1109 - 0.868 (0.848, 0.888)
Cofetuzumab Pelidotin 96 112 — 0.857 (0.792, 0.922)
Aprutumab Ixadotin 17 2 —— (.850 (0.694, 1.006)
TAK-264 68 84 —_— 0.810 (0.726, 0.893)
Camidanlumab Tesirine 136 16 —— 0.810 (0.750, 0.869)
Telisotuzumab Vedotin 76 10 —— 0.760 (0.676, 0.844)
ASG-5ME 38 5 _— 0.760 (0.642, 0.878)
Loncastuximab Tesirine 136 18l —_— 0.756 (0.693, 0.818)
Lorvotuzumab Mertansine 218 289 —a— 0.754 (0.705, 0.804)
Anetumab Ravtansine 88 14 —_— 0.595 (0.515, 0.674)
Coltuximab Ravtansine 77 149 —_— 0.517 (0.437, 0.597)

T
0 0.5

Zhu et al. Cancer. 2023;129:283-295
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n N Incidence (95% CI)y
Overall
ADC agent 5165 11,204 . 0.461 (0.452, 0.470)
Individual
Brentuximab Vedotin 609 834 - 0.729 (0.699, 0.759) L] o
Inotuzumab Ozogamicin 240 353 —— 0680 (0.631,0.729) I NncCli d encla d e
Sacituzumab Govitecan 460 75 —— 0.611(0.576, 0.646)
Polatuzumab Vedotin 264 439 — 0.607 (0.561, 0.653)
Belantamab Mafodotin 54 95} —_—— 0.568 (0.469, 0.668) T RA E S g ra d o 2 3
Glembatumumab Vedotin 210 371 —— 0.566 (0.516, 0.616)
Lorvotuzumab Mertansine 179 322 —— 0.556 (0.502, 0.610)
Lifastuzumab Vedotin 71 12, —— 0.555(0.469, 0.641) co n A D CS
Trastuzumab Deruxtecan 676 1311 - 0.516 (0.489, 0.543)
Patritumab Deruxtecan 38 81 —— 0.469 (0.360, 0.578)
Enfortumab Vedotin 170 369 —— 0.461 (0.410, 0.512)
Pinatuzumab Vedotin 41 91 -_—l 0.451 (0.348, 0.553)
Aprutumab Ixadotin 9 2 0.450 (0.232, 0.668)
Rovalpituzumab Tesirine 314 715 —— 0.439 (0.403, 0.476)
BMS-986148 55 126 —— 0.437(0.350, 0.523)
Depatuxizumab Mafodotin 24 6 —_— 0.400 (0.276, 0.524)
Cofetuzumab Pelidotin 44 1124 —_— 0.393 (0.302, 0.483)
RC48-ADC 65 168 —_—— 0.387 (0.313, 0.461)
TAK-264 32 84 —_— 0.381 (0.277, 0.485)
Praluzatamab Ravtansine 37 99 —_— 0.374 (0.278, 0.469)
Tisotumab Vedotin 89 249 — 0.357 (0.298, 0.417)
Trastuzumab Duocarmazine 64 185] —— 0.346 (0.277, 0.414)
Anetumab Ravtansine 104 311 —— 0.334 (0.282, 0.387)
Trastuzumab Emtansine 494 1493 - 0.331(0.307, 0.355)
Other 364 1141 - 0.319 (0.292, 0.346)
Camidanlumab Tesirine 11 35 —_— 0.314 (0.160, 0.468)
Mirvetuximab Soravtansine 61 24 —_—— 0.251(0.197, 0.306)
Telisotuzumab Vedotin 28 12 —— 0.228 (0.154, 0.302)
Losatuxizumab Vedotin 8 45 —_— 0.178 (0.066, 0.289)
Coltuximab Ravtansine 5 52| m—lG— 0.096 (0.016, 0.176)

T T

Zhu et al. Cancer. 2023;129:283-295
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n N Incidence (95% CI)
Nymphopenia 275 519 w—— ().530 (0.487,0.573
auseca 6246 14,179 = 0.441 (0.432, 0.449
Neutropenia 3185 7282 - 0.437 (0.426, 0.449
Peripheral neuropath 1836 465 - 0:39 (034 0411 Incid i
Peripheral neuropat 56 - 396 1
qugue Pty 5325 13,565 - 0.393 (0.384, 0.401 n CI e n c I a
Alopecia 2220 6291 - 0.353 (0.341, 0.365
Diarrhoea 3181 9328 - 0.341 (0.331, 0.351
Conjunctivitis 146 434 —— 0.336(0.292, 0.381 d e A E S
Nasopharyngitis 31 93 — 0.333(0.238, 0.429
P T — 0328 (0309, 0348
ruritus . 3
Thrombocytopenia 2165 6602, - 0328(0:317.0:339 (tOd oS I oS
Hypoesthesia 85 262 ] 0.324 (0.268, 0.381
Radh > &3 20 == 0313 (0208, 0332
asl
Decreased appetite 1876 6021 - 0312 (07300, 0323 g ra d OS) en
Creatinine increased 35 113 e — 0.310 (0. 224 0.395
Vomitmg " 2 2 = 0300 (020 02t 0
omitin . .
AST inc%eased 1225 4024 - 0.304(0.290,0.319 >2 5 A) d e
Leukopenia 321 1058 —i— 0.303 (0.276, 0.331
R tatory mioei % 191 ppe—— 0:39% (0335 0305 ;
espiratory infections —— .
Ndsg] hemr}(;rrhdge 726 2441 =l 0.297 (0. 279, 0.316 pa CI e ntes
E cusia 186 634 —— 0.293 (0.238, 0.329
ALT increased 851 2929 - 0.291 (0.274, 0.307
Asthenia 271 936) —_— 0.290 (0.260, 0.319
okalemia 228 809 — 0.282 (0. 25], 0.313
ALP increased 190 677 —— 0.281(0.247,0.314
Photosensitization 351 1251 —— 0.281 (0.256, 0.305
Headache 845 3018 - 0.280 (0.264, 0.296
Pyrexia 1178 4247 - 0.277 (0. 264, 0.291
Peripheral oedema 4835 1758 —— 0.276(0.255,0.297
Constipation 1713 6213 - 0.276(0.265, 0.287
WBC count decreased 439 1595 = 0.275(0.253, 0.297
Malaise . 107 389 —— 0.275(0.231, 0.319
Febrile neutropenia 251 914 —— 0.275 (0.246, 0.304
Cough 265 975 —— 0.272(0.244, 0.300
Pleural effusion 451 1685 - 0.268 (0.247, 0.289
Hypotension 17 04 = 0.266 (0.157,0.374
Ty eye 287 1085 i 0.265(0.238,0.291
Prutemuria 18 69) o 0.261(0.157, 0.364
penensmn 17 66 — 0.258 (0.152, 0.363
I}; 168 653 —l— 0.257(0.224, 0.291
Abnormal liver function 148 578 e 0.256 (0.220, 0.292
Anorexia 174 682 —— 0.255(0.222, 0.288
Dyspnea 346 1364 —— 0.254 (0,231, 0.277
Dry skin 36 142 e ] 0.254(0.182,0.325
Back pain 60 237 —_— 0.253 (0.198, 0.309
Pneumonia 46 182 —— 0.253(0.190,0.316

Zhu et al. Cancer. 2023;129:283-295
T s
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n N Incidence (95% CI)
Neutropenia 2371 7593 - 0.312(0.302, 0.323)
Hypoesthesia 10 43 0.233(0.106, 0.359)
Thrombocytopenia 864 382 —-— 0.226 (0.213, 0.239)
Febrile neutropenia 388 1829 —— 0.212 (0.193, 0.231)
Lymphopenia 180 859 — 0.210(0.182, 0.237)
Vomiting 13 63 0.206 (0.106, 0.3006)
Oral hemorrhage 5 29 0.200 (0.043, 0.357)
Nausea 35 18 —— 0.188 (0.132, 0.244)
Abnormal liver function 15 30) e 0.188 (0.102, 0.273)
Decreased appetite 30 162 —— 0.185(0.125, 0.245) [ [
Mucosal inflammation 4 22 0.182 (0.021, 0.343) I n c I d e n c I a
‘WBC count decreased 108 637 — 0.170(0.140, 0.199)
‘GGT increased 99 589 —— 0.168 (0.138, 0.198)
Peripheral neuropathy 36 21 —_— 0.167(0.117,0.216)
Anaemia 627 3783 - 0.166 (0.154, 0.178) d e A E S
Pleural effusion 10 64 _—_— 0.156 (0.067, 0.245)
Rash 51 330 —_— 0.155(0.116, 0.194)
AST increased 72 468 —_— 0.154 (0.121, 0.187)
Abdominal pain 16 109 —_— 0.147 (0.080, 0.213) ra d o > 3
ALT increased 57 399 —_— 0.143 (0.109, 0.177) —
Hypoalbuminemia 4 29 0.138(0.012, 0.263)
Hypertension 9 60| —— 0.136 (0.054,0.219)
Leukopenia 157 1161 — 0.135(0.116, 0.155)
Keratitis 14 105 —_— 0.133 (0.068, 0.198)
Bilirubin increased 8 60 e e 0.133(0.047,0.219)
Hypokalemia 21 168 —_— 0.125(0.075,0.175)
Sepsis 20 169 —— 0.121 (0.071,0.171)
Diarrhoea 35 289 —_— 0.121 (0.083, 0.159)
Dehydration 13 108 —— 0.120 (0.059, 0.182)
Fatigue 86 739 — 0.116 (0.093, 0.139)
Dyspnea 11 99 —_— 0.111 (0.049, 0.173)
Vision blurred 10 90) —_— 0.111 (0.046, 0.176)
Hyponatremia 8 79 R 0.107 (0.037, 0.177)
Hypophosphatemia 18 172} —— 0.105 (0.059, 0.150)
Pericardial effusion 4 42 — 0.095 (0.006, 0.184)
Pneumonia 4 44— 0.091 (0.006, 0.176)

I

Zhu et al. Cancer. 2023;129:283—-295
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Ocular
Toxicity

Alopecia

Oral
Mucositis

Cardiac
Toxicity

Liver
Toxicity

Nausea

Vomiting

Embrional
Toxicity

lematologic All ADCs
Toxicity \
) \\
) Peripheral
Neuropath

Adaptado de Andrea D’Arienzo, et al. EClinicalMedicine. 2023
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FARMACOCINETICA DE LOS ADCs

140 Correlation of antitumor efficacy vs intratumor payload exposurJ
X Efficacy ‘Plateau’ — ofi i
=120 ¢y il = eficacia
2 Excessive payload level region + toxicidad
£ 100
=
c 80
=
$ 60
o]
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5 < ,;} Intratumor payload exposure depends on
c 20 4 _ ] ADC structures, doses, and tumor properties
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Intratumor Payload Exposure

Zhang et al. Drug Metab Dispos 2019;47:114
"’’’
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CLASIFICACION DE LA TOXICIDAD SEGUN EL MECANISMO

Deconjugacion
prematura
(linker escindible/
no escindible)

Liberacion del citotdxico fuera del tumor
Off-target

Internalizacion del ADC por células sanas

On-target

Enfortumab vedotin: disgeusia (Nectina-4 en glandulas salivares)

HER2: descenso FEVI
TROP-2: mucositis oral

Nguyen T.D, et al. Cancers 2023
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TOXICIDAD GASTROINTESTINAL: NAUSEAS Y VOMITOS

NCCN Guidelines Version 1.2023 Antiemesis

LEVEL AGENT
High emetic risk « AC combination defined as any « Cisplatin * Ifosfamide 22 g/m? per dose
(>90% frequency of emesis)? chemotherapy regimen that « Cyclophosphamide >1500 mg/im? < Mechlorethamine
contains an anthracycline and « Dacarbazine * Melphalan 2140 mg/m?
cyclophosphamide « Doxorubicin 260 mg/m? « Sacituzumab govitecan-hziy
« Carboplatin AUC 24 « Epirubicin >90 mg/m? « Streptozocin
« Carmustine >250 mg/m? * Fam-trastuzumab deruxtecan-nxki
Patient Counseling’
» Eat small meals throughout the » Keep a record of nausea and why
day « Wear loose and comfortable
» Avoid foods with strong smells clothing
» Eat food at room temperature » Sit up or lie with your head raised

« Sip only small amounts of liquid for one hour after eating

during meals

1. NCCN Guidelines Version 1.2023 Antiemesis
Adverse reactions in a pooled analysis of DESTINY-BreastO1 and DS8201-A-J101.
S



) 4
foro debate oncologia

=

19h,1.)

A AN V]

DAY 1: Select treatment option A, B, or C DAYS 2, 3. 4:
All treatment options are category 1 and should be started before anticancer therap},rh
Treatment option A (preferred), use the following combination': Treatment option A:
1. Olanzapine 5-10 mg P_O once¥ « Olanzapine 5-10 mg PO daily on days 2, 3, 4%
2. NK1 receptor antagonist (RA) (choose one): » Aprepitant 80 mg PO daily on days 2, 3

¢ Aprepitant 125 mg PO once (if aprepitant PO is used on day 1)

O Aprepitant injectable emulsion 130 mg intravenous (IV) once™ » Dexamethasone 8 mg"® PO/IV daily

¢ Fosaprepitant 150 mg IV once ondays 2, 3,4

¢ Netupitant 300 mg / palonosetron 0.5 mg (available as fixed combination product only) PO once
¢ Fosnetupitant 235 mg / palonosetron 0.25 mg (available as fixed combination product only) IV once
0 Rolapitant 180 mg PO once"

3. 5-HT3 RA (choose one)%P:

H H ¢ Dolasetron 100 mg PO once
N CCN G u Id el Ines ¢ Granisetron 10 mg subcutaneous (5Q) once,? or 2 mg PO once, or 0.01 mg/kg (max 1 mg) IV once, or
R 3.1 mg/24-h transdermal patch applied 24-48 h prior to first dose of anticancer therapy
Ve rs | o Nn 1 . 2023 0 Ondansetron 16-24 mg PO once, or 8-16 mg IV once

0 Palonosetron 0.25 mg IV once
4. Dexamethasone 12 mg PO/IV once"S

Treatment option B, use the following combination: Treatment option B:

1. Olanzapine 5-10 mg PO onceX « Olanzapine 5-10 mg PO daily on days 2, 3, 4%
2. Palonosetron 0.25 mg IV once

3. Dexamethasone 12 mg PO/IV once™®

Antiemesis

Treatment option C, use the following combination: Treatment option C:

1. NK1 RA (choose one): * Aprepitant 80 mg PO daily on days 2, 3
¢ Aprepitant 125 mg PO once (if aprepitant PO is used on day 1)
O Aprepitant injectable emulsion 130 mg IV once™ » Dexamethasone 8 mg"® PO/IV daily
¢ Fosaprepitant 150 mg IV once ondays 2, 3,4

¢ Netupitant 300 mg / palonosetron 0.5 mg (available as fixed combination product only) PO once
¢ Fosnetupitant 235 mg / palonosetron 0.25 mg (available as fixed combination product only) IV once
O Rolapitant 180 mg PO once"
2. 5-HT3 RA (choose one)%P:
¢ Dolasetron 100 mg PO once
¢ Granisetron 10 mg SQ once,9 or 2 mg PO once, or 0.01 mg/kg (max 1 mg) IV once, or 3.1 mg/24-h
transdermal patch applied 2448 h prior to first dose of anticancer therapy
¢ Ondansetron 16—24 mg PO once, or 8-16 mg IV once
¢ Palonosetron 0.25 mg IV once
3. Dexamethasone 12 mg PO/IV once"®

Adverse reactions in a pooled analysis of DESTINY-BreastO1 and DS8201-A-J101.
S
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TOXICIDAD GASTROINTESTINAL: DIARREA

DERIVADOS DE CAMPTOTECINA

HO O

éDistinta incidencia de diarrea?

Bossi P et al. Ann Oncol. 2018;29(4):iv216-iv142.
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FARMACOGENOMICA UGT1A1

UGTI1A1 functions

UGT1AT polymorphisms

UGT1A1 enzyme function

Toxicity risk

Cancer drug elimination

Bilirubin elimination

UGT1A1 PMs
(*6/%6, *6/*28, *28/*28)

UGT1A1 IMs
(*1/%6, *1/%28)

UGTTAT NMs
(*7/*1, *1/*36, *36/*36)

.UHUHH

& il
& .l

UGT1A1 substrate

concentration

—

Neutropenia

Diarrhea

P

Hepatotoxicity
(E-BILI)

RS Nelson. Cancers 2021
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FARMACOGENOMICA UGT1A1

Table 4. Key treatment-related adverse events of all grades in >20% and of grade 23 in >5% of patients treated with sacituzumab govitecan

significantly impacted by UGT1A1 genotype.

TRAE?, n (%) SG (n=243)"

*1/*1 wild type (n=113)

*1/*28 heterozygous (n = 96)

*28/*28 homozygous (n = 34)

All grades Grade=>3 All grades Grade>3 All grades Grade =3
Hematologic
Neutropenia® 76 (67) 60 (53) 55 (57) 45 (47) 24 (71) 20 (59)
Anemia® 37 (33) 5 (4) 29 (30) 6 (6) 16 (47) 5(15)
Leukopenia5 18 (16) 10 (9) 13 (14) 9 (9) 8 (24) 5(15)
Lymphopenia® 10 (9) 1(1) 5(5) 1(1) 4(12) 2 (6)
Febrile Neutropenia 3(3) 3 (3) 5 (5) 5 (5) 6 (18) 6 (18)
Thrombocytopenia’ 33 0 6 (6) 0 4 (12) 4 (12)
Gastrointestinal
Diarrhea 65 (58) 11 (10) 57 (59) 9 (9) 21 (62) 5(15)

HS Rugo. NPJ Breast Cancer (2022)
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TOXICIDAD GASTROINTESTINAL: DIARREA
ESMO Clinical Practice Guidelines

Uncomplicated

Diarrhoea?

Bossi P et al. Ann Oncol. 2018;29(4):iv216-iv142.

Oral Hydration

Dietary Modification

Loperamide (4mg initially, 2mg after every
loose stool to maximum 16 mg/day)
Avoid skin irritation

Notify Treating Physician

- Diarrhoea in Adult Cancer Patients

Complicated

Diarrhoea®

R e

Administer:

Loperamide (4mg initially, 2mg after every
loose stool to maximum of 16 mg/day) i.v.
fluids and electrolytes

Daily evaluation:
CBC
Electrolytes
Urinary Output

Consider Octreotide:

Subcutaneous 100-150 pg three times daily
i.v. 25-50 pg three times daily

Escalation up to 500 pg three times daily

Consider Antibiotics:
Fluoroquinolones
Metronidazole

Broad spectrum

Stool Evaluation:

Blood and stool microbiology testing®
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NCCN Guidelines Version 2.2023
Hematopoietic Growth Factors

PROFILAXIS DE NEUTROPENIA & ADCs

EVALUATION
PRIOR TO FIRST
CHEMOTHERAPY
CYCLE2b

BASAL

Evaluation of
risk for febrile
neutropenia
following
chemotherapy

in adult patients
with solid tumors
and non-myeloid
malignancies®

—>

*» Disease
+ Chemotherapy regimen

PROPHYLACTIC USE OF G-CSFs FOR FEBRILE NEUTROPENIA
CURATIVE/ADJUVANT OR PALLIATIVE SETTINGY

OVERALL FEBRILE
NEUTROPENIA
RISK

RISK ASSESSMENTY
FOR FEBRILE
NEUTROPENIA®

Granulocyte colony-
High (>20%) — stimulating factors
(G-CSFs)" (category 1)

See Evaluation Prior to Second and
Subsequent Chemotherapy Cycles (MGF-3

» High-dose therapy
» Dose-dense therapyf
» Standard-dose therapy

See Evaluation of Patient Risk Factors for
Prophylactic Use (MGF-2)

Consider G-CSFs" based
on patient risk factors

Intermediate
(10%-20%)

* Patient risk factors
* Treatment intent

G-CSFs are not

routinely recommended,
Low (<10%) — |but may be considered

for patients with risk

(curative vs. palliative) i . i
See Evaluation of Patient Risk Factors for

Prophylactic Use (MGF-2)

—

second and subsequent
chemotherapy cycles

factors.
. Consider chemotherapy
Etg;::ﬁ of dose reduction or change
in treatment regimen
CZ Y Febrile neutropenia®
or dose-limiting
SUCESIVOS neutropenic event!
. Consider G-CSFsh
EfoGp_rcl:%rFl;ie —— > |(See Risk Assessment for
Evaluate patient prior to Febrile Neutropenia, MGF-1)

No febrile neutropenia®
or dose-limiting
neutropenic event!

. |Repeat assessment after
each subsequent cycle
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PROFILAXIS DE NEUTROPENIA & ADCs

a . - o a1 SAFETY ANALYSES FROM THE PHASE 3 ASCENT TRIAL
. e e
T B 2o s
Diarrhea Ao - 59% Iig 2:::: ;m 301
12% 0.4% 12% W TPC Grade 4
0 20 40 60 80 251
X %4 of Pationts use of G-CSF by cycle
. . 201
an 29% i . % 15
520 17% |
: 10 1% b " 10 :‘Tsc
0 Second As
Pr:::‘yl:;iys Treatment 5 I
Use of G-CSF in the safety population  ° | ‘I 'I LJ AL '

1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25 26 27
Cycle

HS Rugo. NPJ Breast Cancer (2022)
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P RI M E D PATIENTS IN THIS SINGLE-ARM STUDY (N=50) WILL RECEIVE TREATMENT

(INTRAVENOUS INFUSION) WITH SACITIZUMAB GOVITECAN IN COMBINATION
OFFICIAL TITLE: MULTICENTER, OPEN-LABEL, SINGLE WITH LOPERAMIDE AND G-CSF. THE MAIN OBIJECTIVE IS TO EVALUATE THE
SNSRIV NEEH=IAhSRINIE |\CIDENCE OF DIARRHEA AND NEUTROPENIA

WITH METASTATIC TRIPLE-NEGATIVE BREAST CANCER.

Loperamide : 2 mg orally (PO), twice a day (BID), or 4 mg once a day (QD) during
three consecutive days after administration of sacituzumab govitecan, (D2, D3, D4
and D9, D10, D11) during the first two cycles (consider extending to the next cycle at

the discretion of the physician).

G-CSF : 30 MU subcutaneously (SC) QD during two consecutive days, 48 hours after
administration of sacituzumab govitecan (D3, D4 and D10, D11) during the first two
cycles (consider extending to the next cycle at the discretion of the physician).
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CARDIOTOXICIDAD

ADCs anti-HER2
Efecto on-target off-tumor

~
.

D'

* Interrupt treatment

. mtvsmmsm

« If LVEF has not recovered within 10% from baseline->
m

treatment
. wmmmmmm
treatment at the same dose

—u\_

_a Qe s

Adaptado de Andrea D’Arienzo, et al. EClinicalMedicine. 2023

J
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NEUROPATIA PERIFERICA

Dosis dependiente / dosis limitante
Generalmente sensitiva: parestesia, hipoestesia, hiperalgesia

40% de pacientes tratados con ADCs (citotéxico inh. microtubulos)
11% discontinuacioén

Discontinuar si > grado 2

* Duloxetina (mayor evidencia)
* Solucién de mentol tépico

Andrea D’Arienzo, et al. EClinicalMedicine. 2023
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TOXICIDAD OCULAR u

Mecanismo on-target y off-target

Anti-HER2 (3-6%): ojo seco, conjuntivitis, vision borrosa (menos frecuente: cataratas,
queratitis punctata)

Trastuzumab-duocarmazina (SYD985): ensayo fase Il TULIP

-78% pacientes Payload alquilante
-21% grado 3 +
-20% discontinuacion Linker altamente

-23% reduccidon de dosis escindible

Tisotumab Vedotin:
indicada profilaxis oftalmoldgica (colirio dexametasona + lubricante ocular)

A. D’Arienzo, et al. EClinicalMedicine 2023. C. Saura, et al ESMO 2021.
S
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Treatment-related adverse events of antibody-drug conjugates in clinical
trials: A systematic review and meta-analysis

Unknown cause }

Meta-analysis: Treatment related deaths: N =35
169 studies N1 =3§/°4
15,340 patlents (95% CII: 1 10_1 5%) Known cause
N =169
Pneumonitis (n=21;12.4%)
Pneumonia (n=17,10.1%)
Sepsis (n=13; 7.7%)
Respiratory failure  (n=11; 6.5%)

Zhu et al. Cancer. 2023;129:283—-295
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NEUMONITIS/ENF. PULMONAR INTERSTICIAL

ILD/pneumonitis, n (%)*

No.

Stud Treatment - Patient population
y patients pop Any LITEE Grade 3 Grade 4 Grade 5
Grade 1-2
DESTINY-Breast01 T-DM1 treated, HER2-positive
(NCT03248492)1" T-DXd 184 unresectable or mBC 29 (15.8) 23(12.5) 1(0.5) 0 5(2.7)
Grade 1 Grade 2 Grade 3 Grade 4 Grade 5 Any grade
DESTINY-Breast03 T-DXd
(NCTO3529110) (n = 257) 11 (4.3) 26 (10.1) 2(0.8) 0 0 39 (15.2)

>1 de cada 10 pacientes
La mayoria grado 2 = discontinuacion del farmaco

Zhu et al. Cancer. 2023:;129:283—-295:; Sara A. Hurvitz SABCS 2022
S
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PASO 1

Monitorizar

Sospecha de EPI

Interrumpir el
farmaco

Descartar la EPI si un
paciente desarrolla
cambios radiogréaficos
potencialmente
compatibles con EPI o
desarrolla de forma
repentina
signos/sintomas
pulmonares nuevos o
que empeoren u otros
relacionados, como
disnea, tos o fiebre.

NEUMONITIS/ENF. PULMONAR INTERSTICIAL

PASO 2: Confirmar

Las evaluaciones deben incluir:
TAC de alta resolucion.

Consulta con el neumélogo (consulta sobre
enfermedades infecciosas, si esta clinicamente
indicado.)

Hemocultivo y hemograma completo. Podrian
considerarse otros analisis de sangre, segln
sea necesario.

Considerar una broncoscopia y un lavado
broncoalveolar, si estan clinicamente indicados
y es posible realizarlos.

PFP y pulsioximetria (SpO2).

Gasometria arterial, si esta clinicamente
indicada.

Una recogida de muestras de sangre para
analisis de FC tan pronto como se sospeche
de EPI, si es posible.

Todos los acontecimientos de EPI, con
independencia de su intensidad o gravedad,
deben someterse a un seguimiento hasta su

resolucion, incluido después de la
interrupcion del farmaco.

El farmaco se debe interrumpir
en caso de cualquier
acontecimiento de EPI con
independencia de su grado

Grado 1: interrumpir hasta que se haya
resuelto por completo y a continuacion:

Si se resuelve en los 28 dias
siguientes a la fecha de inicio del
acontecimiento, mantener la dosis.

Si se resuelve mas de 28 dias tras la
fecha de inicio, reducir la dosis un
nivel.

Sin embargo, si el acontecimiento de
EPI de grado 1 se produce después
del dia 22 del ciclo y no se ha
resuelto en un plazo de 49 dias
desde la ultima infusién, se debe
interrumpir el farmaco.

Grados 2 a 4: interrumpir
permanentemente el tratamiento.
Consultar las pautas de tratamiento de las
reacciones adversas de trastuzumab
deruxtecan.
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Tratamiento de reacciones adversas

Grado 1

Monitorizar y hacer un
seguimiento riguroso en 2 a

7 dias para detectar la
aparicion de sintomas clinicos
y pulsioximetria.

+ Considerar la obtencién de
imagenes de seguimiento en
1-2 semanas (o segun esté
clinicamente indicado).

+ Considerar empezar
tratamiento con
corticosteroides sistémicos
(p. €j., como minimo
0,5 mg/kg/dia de prednisona o
equivalente) hasta que haya
una mejoria, seguido de una
reduccion gradual de la dosis
durante al menos 4 semanas.

+  Silas observaciones
diagnésticas empeoran, a
pesar de haber empezado
tratamiento con
corticosteroides, seguir las
pautas del grado 2*.

NEUMONITIS/ENF. PULMONAR INTERSTICIAL

Grado 2

Iniciar de inmediato tratamiento con
corticosteroides sistémicos (p. ej., como
minimo 1 mg/kg/dia de prednisona o
equivalente) durante al menos 14 dias o
hasta la resolucion completa de los sintomas
clinicos y los hallazgos de la TAC de térax,
seguido de una reduccién gradual durante al
menos 4 semanas.

Supervisar los sintomas rigurosamente.

Volver a realizar pruebas por imagen si esta
clinicamente indicado.

Si las observaciones clinicas o diagnésticas
empeoran o no mejoran en 5 dias:

«  Considerar aumentar la dosis de
corticosteroides (p. €j., 2 mg/kg/dia de
prednisona o equivalente) y podra
cambiarse la administracion a via
intravenosa (p. ej., metilprednisolona).

* Reconsiderar analisis adicionales para
identificar posibles causas alternativas,
como se describe anteriormente.

. Intensificar la atencién, si esta
clinicamente indicado.

Grado 3/4

Hospitalizacién necesaria.

Iniciar de inmediato tratamiento
provisional con metilprednisolona i.v. en
dosis elevadas (p. ej., 500-1000 mg/dia
durante 3 dias) seguido de como
minimo 1,0 mg/kg/dia de prednisona (o
equivalente) durante al menos 14 dias o
hasta la resolucion completa de los
sintomas clinicos y los hallazgos de la
TAC de térax, seguido de una
reduccion gradual durante al menos

4 semanas.

Volver a realizar pruebas por imagen si
esta clinicamente indicado.

Si sigue sin haber mejoria en un plazo
de 3 a 5 dias:

+« Reconsiderar analisis adicionales
para identificar posibles causas
alternativas, como se describe
anteriormente.

« Considerar otros
inmunosupresores y/o tratar segtin
la practica local.

*8i el paciente es asintomético, igual se le debe considerar como de grado 1, incluso si se administra tratamiento con esteroides.
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PROCURE study:
PolymoRphisms tOxiCity TrastUzumab-deRuxtEcan

BC patients treated with TDXd
Multi-center study
25 sites

N=300 patients

/4 /4
/ / |

Pl: Rodrigo Sanchez-Bayona
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Q

Q

ADCs son farmacos con nuevo mecanismo de accion y nueva farmacodinamica, con
toxicidades “ya conocidas”...y otras nuevas

Algunas de las toxicidades son atribuibles al anticuerpo (on-target) y otras atribuibles
directamente al payload (off-target)

La toxicidad gastrointestinal (nduseas, vomitos y diarrea) y la hematoldgica (neutropenia)
son las mas frecuentes

Farmacos de alto riesgo emetdgeno: triple pauta antiemética desde el principio
Evidencia limitada sobre el uso de G-CSF y ADCs

ILD/neumonitis: 1 de cada 10 pacientes, motivo de discontinuacioén...todavia mecanismo
desconocido, importante investigar para prevenirla
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Zaragoza 26-29 septiembre 2023

GRACIAS

Dr. Rodrigo Sanchez-Bayona
Oncologia Médica
H. Universitario 12 de Octubre (Madrid)
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