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OBJETIVOS

1) Conocer y reconocer principales EAs oculares en tratamiento CU
2) Conocer el manejo de los pacientes (con y sin EAS)

3) Entender la importancia de colaboracion cercana-estrecha con OFT



1) ADCs

2) Terapias dirigidas
" TKI
® Inhibidores FGFR

3) Inmunoterapia
®" PD-1, PD-La
" CTLA-4

4) Tratamiento hormonal
5) QMT (Platinos, gemcitabina)
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Common Side Effects of FDA Approved ADCs

ADCs
P ™
Head and Neck Side Effects
Conjunctival adverse reactions (TV)
Dry eye (TV)
Alopecia (EV, TV, SG)
Epistaxis (TE, TV)
Dysgeusia (EV)
s
(" . A
Hepatorenal Side Effects -
Increased Transaminases (TD, TE, EV) Respiratory Side Effects
:&?t(ag\)/"gl\l/t)’memla ik Respiratory Infection (TD) )
. J

( Blood and Metabolic Side Effects

Anemia (TD, EV, TV, SG)
Leukopenia (TD, TV, )
Lymphopenia (TD, EV, TV)
Neutropenia (TD, EV, SG)
Thrombocytopenia (TD, TE, EV)
Hemorrhage (TE, TV)
Increased PT/INR (TV)
Increased aPTT (TV)
Hyperglycemia (EV)
Hypokalemia (TD)
Hyopnatremia (EV),

Increased blood alkaline phosphatase (TD)
Hypophosphatemia (EV)
Hypoalbumenemia (EV)
Hyperuricemia (EV)

L Increased lipase (EV)

Gastrointestinal Side Effects

Nausea (All ADCs)
Vomiting (TD, SG)
Constipation (TD, TE, SG)
Diarrhea (TD, EV, TV, SG)
Abdominal Pain (SG)

Rash (EV, TV, SG)

Pruritis (EV)

Dry Skin (EV)
Musculoskeletal pain (TD, TE)
Arthralgia (TE)

Skin and Musculoskeletal Side Eﬁects}

General Side Effects

Neurological Side Effects
Peripheral Neuropathy (TE, EV, TV)

Fatigue (All ADCs)

Headache (TE)

Pyrexia (TD)

Decreased appetite (TD, EV, SG)
Weight Loss (EV)

——

ADCs=Antibody-drug Conjugates; TE=trastuzumab emtansine; TD=trastuzumab deruxtecan; EV=enfortumab vedotin; TV=tisotumab vedotin;
SG=sacituzumab govitecan; AKl=acute kidney injury



TOXICIDAD OCULAR

Enfortumab Vedotin in Previously Treated ADCs

Advanced Urothelial Carcinoma

Thomas Powles, M.D., Jonathan E. Rosenberg, M.D., Guru P. Sonpavde, M.D.,
Yohann Loriot, M.D., Ph.D., Ignacio Duran, M.D., Ph.D., Jae-Lyun Lee, M.D., Ph.D.,
Nobuaki Matsubara, M.D., Christof Vulsteke, M.D., Ph.D., Daniel Castellano, M.D.,
Chunzhang Wu, Ph.D., Mary Campbell, M.D., Maria Matsangou, M.B., Ch.B., M.D.,

and Daniel P. Petrylak, M.D.

N Engl ] Med 2021;384:1125-35.

Table 2. Treatment-Related Adverse Events (Safety Population).*

Adverse Event

Any adverse event

Alopecia

Pruritus

Fatigue

Decreased appetite
Diarrhea

Dysgeusia

Nausea

Maculopapular rash
Anemia

Decreased neutrophil count
Neutropenia

Decreased white-cell count

Febrile neutropenia

Peripheral sensory neuropathy

Enfortumab Vedotin Group
(N=296)

Any Grade Grade =3
number of patien

152 (51.4)

278 (93.9)
134 (45.3)
100 (33.8)
95 (32.1)

92 (31.1)
91 (30.7)
72 (24.3)
72 (24.3)
67 (22.6)
48 (16.2)

4 (11.5)
30 (10.1)
20 (6.8) 1
16 (5.4)
2(0.7)
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Enfortumab Vedotin in Previously Treated ADCs
Advanced Urothelial Carcinoma

Thomas Powles, M.D., Jonathan E. Rosenberg, M.D., Guru P. Sonpavde, M.D.,
Yohann Loriot, M.D., Ph.D., Ignacio Duran, M.D., Ph.D., Jae-Lyun Lee, M.D., Ph.D.,
Nobuaki Matsubara, M.D., Christof Vulsteke, M.D., Ph.D., Daniel Castellano, M.D.,
Chunzhang Wu, Ph.D., Mary Campbell, M.D., Maria Matsangou, M.B., Ch.B., M.D.,

and Daniel P. Petrylak, M.D.
N Engl ] Med 2021;384:1125-35.

Table S8. Time to Onset of Treatment-Related Adverse Events of Special Interest.

Enfortumab Vedotin Group

(N=296)
Median (range), months
Skin reactions 139 0.427 (0.03, 12.68)
Peripheral neuropathy* 137 2.694 (0.03, 11.99)
Corneal disorders 2 (0,7%) 4.337 (1.91, 6.77)
Dry eye 47 (15,9%) 1.906 (0.30, 9.66)
Blurred vision 12 (4,1%) 2.448 (0.07, 5.09)
Infusion-related reactions 26 0.509 (0.03, 9.40)
Hyperglycemia 19 0.559 (0.26, 5.78)
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ADCs

FDA Approval Summary: Enfortumab Vedotin for Locally

Advanced or Metastatic Urothelial Carcinoma

Elaine Chang', Chana Weinstock', Lijun Zhang', Rosane Charlab', Sarah E. Dorff', Yutao Gong', Vicky Hsu',
1

Fang Li, Tiffany K. Ricks', Pengfei Song', Shenghui Tang', Peter E. Waldron', Jingyu YU', Eias Zahalka',
Kirsten B. Goldberg?, Richard Pazdur'?, Marc R. Theoret"?, Amna Ibrahim', and Julia A. Beaver

Clin Cancer Res; 27(4) February 15, 2021

Dry eye symptoms occurred in|36%|of patients. Blurred vision
occurred in 14% of patients, which appeared to be attributable to dry
eye symptoms. The U.S. Package Insert (USPI) therefore suggests use
of artificial tears for prophylaxis of dry eyes.
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Assessment report
ADCs

EUROPEAN MEDICINES AGENCY

Padcev SCIENCE MEDICINES HEALTH

International non-proprietary name: enfortumab vedotin

Table 84 Treatment-emergent Adverse Events (= 10% of Subjects in the Enfortumab Vedotin 1.25 mg/kg GroupT) by SOC and Preferred Term (Safety

Analysis Set)

v - s r -
MedDRA (v23.0) Sy VI Cohort 1 Study EV20L Cohort 2 Enfortumab Vedotin
socC Enfortumab Vedotin Chemaotherapy Enfortumab Vedotin Enfortumab Vedotin 1.25 mg/kgt
Preferred term. n (%) (n=296) (n =291) (n=115) (n=289) (n = 680)
Overall 290 (95.0) 288 (99.0) 125 (100) 89 (100) 673 (99.0)
g]lnglﬂ:]:f Lymphatic System 84 (28.4) 123 (42.3) 58 (46.4) 41 (46.1) 238 (35.0)
Anacmia 59 (19.9) 87(29.9) 44 (352) 34(382) 180 (26.5)
Cardiac Disorders 22(74) 14 (48) 15 (12.0) 14 (15.7) 77(11.3)
Eye Disorders 80 (27.0) 26 (89) 64 (51.2) 35(39.3) 253 (372)
Lacrimation increased 30 (10.1) 2@ 21(16.8) 12 (13.5) 89 (13.1)
Tmras 19 (6.4) 3(1.0) 30 (24.0) 17 (19.1) 87 (12.8)]
Gastrointestinal Disorders 206 (69.6) 182 (62.5) 109 (87.2) 63 (70.8) 516(75.9)
Diarthea 103 (34.8) 66 (22.7) 53 (42.4) 31 (34.8) 256 (37.6)
Nausea 89 (30.1) 74 (254) 57 (45.6) 27 (303) 245 (36.0)
Constipation 82 (27.7) 7325.1) 35(28.0) 18 (202) 179 (263)
Vomiting 42 (142) 44151 25 (20.0) 12 (13.9) 125 (18.4)
Abdominal pain 39 (13.2) 27(93) 26 (20.8) 6(6.7) 106 (15.6)
i’;:’;‘if:‘:;ﬂ“;;:’;‘lmh fons 209 (70.6) 186 (63 9) 92 (73.6) 63 (70.8) 494 (72.6)
Fatigue 107 36.1) 78 (26 8) 69 (55.2) 40 (44.9) 318 (46.8)
Pyrexia 65 (22.0) 41(14.1) 17(13.6) 15(16.9) 121(17.8)
Ocdema peripheral 27 9.1) 39(134) 31(24.8) 20 (22.5) 105 (15.4)
Infections and Infestations 152 (51.4) 102 (35.1) 66 (52.8) 38 (42.7) 350 (51.5)
Urinary tract infection 26 (8.8) 18 (62) 24(19.2) 13 (14.6) 101 (14.9)
Ic‘fj:’;;]'ii‘:‘;':i‘“g and Procedural 38 (12.8) 32 (11.0) 32 25.6) 20 22.5) 128 (18.8)
Investigations 133 (44.9) 119 (40.9) 69 (55.2) 56 (62.9) 367 (54.0)
Weight decreased 47(15.9) 20 (69) 40 (32.0) 31 (34.8) 159 (23.4)
Aspartate anmnotransferase increased 36(12.2) 5(1.7) 19 (15.2%) 11(12.4) 104 (15.3)
Alanine aniunotransferase increased 27(9.1) 414 15(12.0) 9(10.1) 82(12.1)
Blood creatinine increased 26 (8.8) T24) 10 (8.0) 5(5.6) 68 (10)
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ADCs

ENFERMEDAD DE OJO SECO
" SINTOMAS

® Escozor, sequedad, sensacion de arenilla, distorsion visual que mejora con el parpadeo
® Empeoramiento vespertino y con uso PVD

" MANEJO

® Medidas generales (descanso uso PVD, evitar corrientes aire, humidificador, etc.)
® Pautar lagrimas artificiales (AH, sin conservantes) al inicio del tratamiento

® Remitir al oftalmologo para manejo si no mejoria

® Norequiere retirada EV
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TRCPHY-U-01: A Phase || Qpen-Label Study of ADCs
Sacituzumab Govitecan in Patients With
Metastatic Urothelial Carcinoma Progressing
After Platinum-Based Chemotherapy and
Checkpoint Inhibitors

Scott T. Tagawa, MD, MS?*; Arjun V. Balar, MD?; Daniel P. Petrylak, MD?®; Arash Rezazadeh Kalebasty, MD*; Yohann Loriot, MD, PhD?;
Aude Fléchon, MD, PhD®; Rohit K. Jain, MD”; Neeraj Agarwal, MD?; Manojkumar Bupathi, MD, MS®; Philippe Barthelemy, MD, PhD*°;
Philippe Beuzeboc, MD, PhD**; Phillip Palmbos, MD, PhD*?; Christos E. Kyriakopoulos, MD*®; Damien Pouessel, MD, PhD;
Cora N. Sternberg, MD*; Quan Hong, MD*®; Trishna Goswami, MD*®; Loretta M. Itri, MD®; and Petros Grivas, MD, PhD'®

Jdin Oncol 39:2474-2485.

There was a low rate of treatment-related skin rash (6%), Other common foxicities associated with ADC
maculopapular rash (7%)) ocular disorders (4%)| periph-

eral neuropathy (4%: grade = 2) and hyperglycemia therapy were quite low. AEs of rash, ocular toxicity, and
(< 1%: grade < 2) ’ I peripheral neuropathy were infrequent and all were grade < 2.




1) ADCs

2 ) Terapias dirigidas
= TKI
" Inhibidores FGFR

3) Inmunoterapia
" PD-1, PD-La
" CTLA-4

l..) Tratamiento hormonal
5) QMT (Platinos, gemcitabina)




Erdafitinib in Locally Advanced or Metastatic
Urothelial Carcinoma

Y. Loriot, A. Necchi, S.H. Park, J. Garcia-Donas, R. Huddart, E. Burgess,
M. Fleming, A. Rezazadeh, B. Mellado, S. Varlamov, M. Joshi, I. Duran,
S.T. Tagawa, Y. Zakharia, B. Zhong, K. Stuyckens, A. Santiago-Walker,
P. De Porre, A. O’Hagan, A. Avadhani, and A.O. Siefker-Radtke,

for the BLC2001 Study Group™*

* Central serous retinopathy was an adverse event of special interest grouped term including
the following individual preferred terms: retinal detachment, vitreous detachment, retinal edema,
retinopathy, chorioretinopathy, detachment of retinal pigment epithelium, and detachment of

[ "N Engl) Med 2019;381:333-48.

8 mg Continuous Erdafitinib

(n=99)
Patients with adverse events & no. (%) Any grade ¢ CAEMOE
Hyperphosphatemia 72 (73) 2(2)
Skin events 48 (49) 6 (6)
Dry skin 32 (32) 0 (0)
Hand-foot syndrome 22 (22) 5(5)
Nail events 51 (52) 14 (14)
Onycholysis 16 (16) 2(2)
Paronychia 14 (14) 3(3)
Nail dystrophy 16 (16) 6 (6)
Central serous retinopathy* 21 (21) 3(3)
Ocular events other than central serous retinopathyt 51 (52) 5 (5)
Arrhythmia-related events 0 0

macular retinal pigment epithelium.

T Most common ocular events other than central serous retinopathy included dry eye (19%),

blurry vision (16%), increased lacrimation (11%), and conjunctivitis (9%).

TOXICIDAD OCULAR
INHIB FGFR
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INHIB FGFR

Erdafitinib in Locally Advanced or Metastatic
Urothelial Carcinoma

Y. Loriot, A. Necchi, S.H. Park, J. Garcia-Donas, R. Huddart, E. Burgess,

M. Fleming, A. Rezazadeh, B. Mellado, S. Varlamov, M. Joshi, I. Duran,

S.T. Tagawa, Y. Zakharia, B. Zhong, K. Stuyckens, A. Santiago-Walker,
P. De Porre, A. O’'Hagan, A. Avadhani, and A.O. Siefker-Radtke,

for the BLC2001 Study Group* N EngU Med 2019:381:338-48.

Among
the patients with central serous retinopathy events,
76% of the events resolved with a dose interruption
or reduction or with the administration of a con-
comitant medication; all unresolved events were
of grade 1 or 2.
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Efficacy and safety of erdafitinib in patients with locally
advanced or metastatic urothelial carcinoma: long-term
follow-up of a phase 2 study

Arlene O Siefker-Radtke, Andrea Necchi, Se Hoon Park, Jesus Garcia-Donas, Robert A Huddart, Earle F Burgess, Mark T Fleming,

Arash Rezazadeh Kalebasty, Begofia Mellado, Sergei Varlamov, Monika Joshi, Ignacio Duran, Scott T Tagawa, Yousef Zakharia, Sydney Akapame,
Ademi E Santiago-Walker, Manish Monga, Anne O’Hagan, Yohann Loriot, on behalf of the BLC2001 Study Group*

INHIB FGFR

Lancet Oncol 2022; 23: 248-58

The proportion of patients with central serous
retinopathy (a known class effect of FGFR inhibitors and a
treatment-emergent adverse event of special interest) was
27 of 101 in the all-treated population (post-hoc
analysis; appendix p 15); 15 (25%) of 60 who received
8 mg/day and 12 (29%) of 41 whose dose was uptitrated to
9 mg/day. 23 [85%] of 27 events were grade 1-2 (figure 4,
appendix p 15). At data cutoff, 17 (63%) of 27 central serous
retinopathy events had resolved (median time to resolution
27 days [range 9-299)); all ten unresolved events were
orade 1-2 (appendix p 15). The median time to first onset

of central serous retinopathy was 53 days (IQR 32-100) for
any grade event and 94 days (72-154) for grade 3 events
(figure 4); two (7%) of 27 events occurred after 6 months.
13 (13%) of 101 treated patients had a dose reduction,
eight (8%) had a dose interruption, and three (3%)
discontinued treatment for central serous retinopathy

Grade 1-2 Grade 3 Grade 4 Grade 5*

All treatment-emergent adverse events 29 (29%) 58 (57%) 6 (6%) 8 (8%)
Hyperphosphataemiat 77 (76%) 2 (2%) 0 0
Stomatitis 46 (21%) 14 (14%) O 0
Diarrhoea 51 (50%) 4 (4%) 0 0
Dry mouth 45 (45%) 1(1%) 0 0
Decreased appetite 40 (40%) 1(1%) 0 0
Dysgeusia 39 (39%) 2 (2%) 0 0
Alopecia 34 (34%) 0 0 0
Dry skin 34 (34%) 0 0 0
Fatigue 31 (31%) 2 (2%) 0 0
Constipation 28 (28%) 1(1%) 0 0

| Dryeye 27 (27%) 11%) 0 C
Palmar-plantar erythrodysaesthesia syndrome 20 (20%) 5 (5%) 0 0
Asthaenia 15 (15%) 6 (6%) 0 2 (2%)
Anaemia 17 (17%) 5 (5%) 0 0
Nausea 21 (21%) 1(1%) 0 0
Alanine aminotransferase increased 17 (17%) 2 (2%) 0 0
Onycholysis 17 (17%) 2 (2%) 0 0
Paronychia 16 (16%) 3 (3%) 0 0
Urinary tract infection 13 (13%) 5 (5%) 0 0
Vision blurred 18 (18%) 0 0 g
Weight decreased 17 (17%) 1(1%) 0 0
Nail dystrophy 11 (11%) 6 (6%) 0 0

Event probability (%)

100 —e— Grade 1 orworse
—a— Grade 2 or worse
80-] —=— Grade 3 orworse

60

40

20+

15
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INHIB FGFR

Case Report: Erdafitinib-induced Central Serous Chorioretinopathy

Richard T. Claiborne, OD, FAAQ'* and Grace L. Tsan, OD, FAAQ?3 Optom Vis Sci 2022;99:88-92.
|

Symptoms / Diagnosis

. Symptoms / Diagnosis:
Baseline: Symptoms / Diagnosis: Recurrent metamorphopsia / CSCR
Normal eye exam Metamorphopsia / CSCR (Day 67) (Day 151)

Findings:
Resolved CSCR (Day 95)

et [ [

30 60 90 120 150 180
Time (days) Treatment: Treatment: Outcome:
Med discontinued due to Erdafitinib 6 mg daily Resolution of CSCR
systemic side effects (Day 63) initiated (Day 121) (Day 182)
Treatment: Treatment:
Erdafitinib 8 mg daily (Day 37) Erdafitinib terminated (Day 157)

Interventions / Outcome
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Case Report: Erdafitinib-induced Central Serous Chorioretinopathy INHIB FGFR

Richard T. Claiborne, OD, FAAQ'* and Grace L. Tsan, OD, FAAQ?3 Optom Vis Sci 2022;99:88-92.
|
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Case Report: Erdafitinib-induced Central Serous Chorioretinopathy INHIB FGFR

Richard T. Claiborne, OD, FAAQ'* and Grace L. Tsan, OD, FAAQ?3 Optom Vis Sci 2022;99:88-92.
|

CSC
" SINTOMAS

® Metamorfopsia, disminucion vision (central) b e
® No dolor ni ojo rojo ,
" DESPISTAJE A

" Exploracion inicial completa (AV, Amsler, FO, OCTm) | |‘ 4 ;
® Amsler domicilio (semanal) ke

L _ _ ) Fuente: www.aao.org o
® Revision mensual los 4 primeros meses, trimestral después

TABLE 1. Dose modifications for central serous chorioretinopathy

Grade 1  Asymptomatic; clinical or diagnostic Withhold until resolution. If resolves within 4 wk, resume at the next lower dose level.
observations only Then, if no recurrence for a month, consider reescalation. If stable for 2
consecutive eye examinations but not resolved, resume at the next lower dose level.
Grade 2 Visual acuity 20/40 or better or <3 lines Withhold until resolution. If resolves within 4 wk, may resume at the next lower dose level.
of decreased vision from baseline
Grade 3 Visual acuity worse than 20/40 or >3 lines Withhold until resolution. If resolves within 4 wk, may resume two dose levels lower.
of decreased vision from baseline If recurs, consider permanent discontinuation.

Grade 4 Visual acuity 20/200 or worse in affected eye  Permanently discontinue.

Adapted from the Center for Drug Evaluation and Research.?
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for the BLC2001 Study Group*

Erdafitinib in Locally Advanced or Metastatic
Urothelial Carcinoma

Y. Loriot, A. Necchi, S.H. Park, J. Garcia-Donas, R. Huddart, E. Burgess,
M. Fleming, A. Rezazadeh, B. Mellado, S. Varlamov, M. Joshi, I. Duran,
S.T. Tagawa, Y. Zakharia, B. Zhong, K. Stuyckens, A. Santiago-Walker,
P. De Porre, A. O’'Hagan, A. Avadhani, and A.O. Siefker-Radtke,

N Engl ) Med 2019;381:338-48.

8 mg Continuous Erdafitinib
(n=99)
I(Dojl;ients with Adverse Events = no. | Any Grade Grade 1 Grade 2 Grade 3
0

Hyperphosphatemia 72 (73) 49 (50) 21 (21) 2(2)
Stomatitis 54 (55) 19 (19) 26 (26) 9 (9)
Dry mouth 43 (43) 32 (32) 11 (11) 0
Diarrhea 37 (37) 21 (21) 12 (12) 4 (4)
Dysgeusia 35 (35) 22 (22) 12 (12) 1(1)
Dry skin 32 (32) 24 (24) 8 (8) 0
Dry eye 19 (19) 14 (14) 4 (4) 1 (1)
Vision blurred 16 (16) 10 (10) 6 (6) 0
Lacrimation increased 11 (12) 8 (8) 3(3) 0




INFIGRATINIB

Efficacy of BGJ398, a fibroblast growth factor receptor 1-3
inhibitor, in patients with previously treated advanced urothelial
carcinoma with FGFR3 alterations

Cancer Discov. 2018 July ; 8(7): 812-821

Treatment-Emergent AEs

BGJ398 125 mg/day

Reported in =210% of Patients, n 3 Weeks On/1 Week Off
(%)a N =67

All Grades | Grade 3/4
All AEsb 66 (98.5) 46 (68.7)c
Hyperphosphatemia 31 (46.3) 1(1.5)
Elevated creatinine 28 (41.8) 0
Fatigue 25(37.3) 5(7.5)
Constipation 25(37.3) 0
Anemia 24 (35.8) 5(7.5)
Decreased appetite 22 (32.8) 3(4.5)
Dry mouth 21 (31.3) 1(1.5)
Alopecia 21 (31.3) 0
Nausea 19 (28.4) 3(4.5)
Stomatitis 17 (254) 2(3.0)
Dysgeusia 14 (20.9) 0
Nail disorder 14 (20.9) 0
Vomiting 13 (19.4) 3(45)
Diarrhea 13 (194) 2(3.0)
Abdominal pain 12 (17.9) 1(1.5)
Dyspnea 12 (17.9) 1(1.5)
Arthralgia 11 (16.4) 2(3.0)
Dry eye 11 (16.4) 0

TOXICIDAD OCULAR
INHIB FGFR

Hyperlipasemia 10 (14.9) 7(10.4)
Hematuria 10 (14.9) 0
Hyperkalemia 9(13.4) 2(3.0)
Urinary tract infection 9(13.4) 23.0)
Increased amylase 9(134) 1(1.5)
Hypercalcemia 9(13.4) 1(1.5)
Dizziness 9(13.4) 0
Palmar-plantar erythrodysesthesia syndrome 8(11.9) 5(7.5)
Hyponatremia 8(11.9) 4(6.0)
Dry skin 8(11.9) 0
Peripheral edema 8(11.9) 0
Hypophosphatemia 7(10.4) 5(7.5)
Myalgia 7(104) 0
Weight loss 7(104) 0
Blurred vision 7(104) 0
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Rogaratinib in patients with advanced cancers selected by
FGFR mRNA expression: a phase 1 dose-escalation
and dose-expansion study

INHIB FGFR

Martin Schuler, Byoung Chul Cho, Cyrus Michael Sayehli, Alejandro Navarro, Ross A Soo, Heike Richly, Philippe Alexandre Cassier, David Tai,
Nicolas Penel, Lucia Nogova, Se Hoon Park, Martin Schostak, Pablo Gajate, Richard Cathomas, Prabhu Rajagopalan, Joachim Grevel,
Sebastian Bender, Oliver Boix, Hendrik Nogai, Matthias Ocker, Peter Ellinghaus, Markus Joerger

Lancet Oncol 2019; 20: 1454-66

Grade1-2  Grade3 Grade4 Grade5
Hyperphosphataemia 76 (60%) 1(1%) 0 0
Diarrhoea 62 (49%) 3(2%) 0 0
Decreased appetite 45 (36%) 3(2%) 0 0
Fatigue 30 (24%) 11(9%) O 1 (1%)*
Nausea 35 (28%) 2 (2%) 0 (0]
Constipation 32 (25%) 1(1%) 0 0
Anaemia 17 (13%) 8 (6%) 1(1%) 0
Dry mouth 26 (21%) 0 0 0
Alopecia 25 (20%) 0 0 0
Arthralgia 25 (20%) 0 0 0
Dysgeusia 25 (20%) 0 0 0
Urinary tract infection 14 (11%) 8 (6%) 0 0
Increased aspartate 20 (16%) 1(1%) 0 0
aminotransferase
Back pain 19 (15%) 2 (2%) 0 0
Dyspnoea 12 (10%) 6 (5%) 0 2 (2%)*
Stomatitis 19 (15%) 0 0
Increased alanine 16 (13%) 2 (2%) 0
aminotransferase
Increased blood 16 (13%) 2 (2%) 0 0
creatinine
Dry skin 18 (14%) 0 0 0
Increased lipase 8 (6%) 10 (8%) 0] 0
Cough 16 (13%) 1(1%) 0 0
Hypercalcaemia 14 (11%) 1(1%) 1(1%) 1(1%)
Pyrexia 17 (13%) 0 0 0
Vomiting 14 (1_1%) 2 (2%) 0 0
Dry eye 14 (11%) 0 0 0
Insomnia 14 (11%) 0 0 0
Abdominal pain 12 (10%) 1(1%) 0 0
Increased amylase 10 (8%) 2 (2%) 1(1%) 0
Asthenia 12 (10%) 11%) 0 0
Haemoptysis 10 (8%) 3(2%) 0 0




43 pacientes

G. Bauters?, M. Paques®", V. Borderie®°,
N. Bouheraoua?®":*

Reversible corneal stromal thinning,
acute-onset white cataract and
angle-closure glaucoma due to erdafitinib, a
fibroblast growth factor receptor inhibitor:
Report of three cases

TOXICIDAD OCULAR
INHIB FGFR

Journal francais

d’ophtalmologie 2021 44, 67—75

Table 1 Summary findings for three patients treated with FGFR inhibitor.
Case 1 Case 2 Case 3
Age/Sex 69/M 36/M 65/F

Primary tumor

Erdafitinib initial dose
Associated ocular complications
(Time to appearance in months)

Continuation of erdafitinib (yes/no)
Ophthalmic follow-up (months)
Pachymetry (pm)

Initial

Final

Final visual acuity

Metastatic urothelial
cancer

9 mg/D

Dry eyes (3M)
Corneal thinning (3M)

Yes, at 6 mg/D
8M

RE: 447; LE: 461
RE: 500; LE: 504
RE: 20/20; LE: 20/20

Metastatic urothelial
cancer

9 mg/D

Dry eyes (3M)

Corneal thinning (6M)
Corneal ulceration (6M)
Acute glaucoma (8M)
White cataract (8M and
9M)

No
10M

RE: 443; LE: nd
RE: 490; LE: 478
RE: 20/20; LE: 20/25

Advanced lymphoma

9 mg/D

Dry eyes (1M)
Subfoveal retinal
detachment (3M)
Unilateral corneal
thinning (5M)

Bilateral white cataract
(11M)

No

11M

RE: 464; LE: 244
RE: 466; LE: 449
RE: 20/20; LE: 20/25
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Ibrutinib-related uveitis: A case series

ANTI BTK

Zelia K. Chiu EIEIf, Jonathan KS. GohJ[, Cecilia Llnglﬂ[, Ming-Lee L1n|ﬂr, Anthony J. Halllﬂﬂ

American Journal of Ophthalmology Case Reports 25 (2022) 101300




1) ADCs

2) Terapias dirigidas
" TKI
® Inhibidores FGFR

3) Inmunoterapia
"PD-1, PD-L2
"CTLA-4
l..) Tratamiento hormonal
5) QMT (Platinos, gemcitabina)
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Ophthalmic Immune-Related Adverse Events INHIB PD-1, PD-L1
after Anti-CTLA-4 or PD-1 Therapy Recorded ANTI CTLA-4

in the American Academy of Ophthalmology
Intelligent Research in Sight Registry

Michel M. Sun, MD, PhD," Scott P. Kelly, PhD,” Apoorva L. szlavampu, BS," Gary N. Holland, MD,’
Anne L. Coleman, MD, PhD," " Fei Yu, PhD," Stephen Hsu, MS,” Flora Lum, MD,” Lynn K. Gordon, MD, PhD'

Ocular adverse events in PD-1 and PD-
L]‘ 1nh1b1tors J Immunother Cancer 2021:;9:e002119.

LeAnne Young [ ,"? Shanda Finnigan,® Howard Streicher,® Helen X Chen,®
James Murray,* H Nida Sen, Elad Sharon [J]®

Ocular adverse events with immune checkpoint inhibitors

Tony Fang “, David A. Maberley °, Mahyar Etminan "*
Journal of Current Ophthalmology 31 (2019) 319—322

Ophthalmic adverse effects of immune checkpoint
inhibitors: the Mayo Clinic experience

1

Blake Hugo Fortes @, Harris Liou,? Lauren A Dalvin

Br J Ophthalmol 2021;105:1263-1271.
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Registro IRIS

Ophthalmic Immune-Related Adverse Events ANTI CTLA-4
after Anti-CTLA-4 or PD-1 Therapy Recorded
in the American Academy of Ophthalmology

Intelligent Research in Sight Registry

Michel M. Sun, MD, PhD," Scott P. Kelly, PhD,” Apoorva L. szlafuampu, BS," Gary N. Holland, MD,’
Anne L. Coleman, MD, PhD," " Fei Yu, PhD," Stephen Hsu, MS,” Flora Lum, MD,” Lynn K. Gordon, MD, PhD'

EAs oculares 2.6% pacientes con Pembrolizumab (n=1204 pacientes)
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Ocular adverse events in PD-1 and PD-

L1 inhibitors

ANTICTLA-4

JIm

munother Cancer 2021;9:e002119.

Registro CTEP

LeAnne Young [ ,"? Shanda Finnigan,® Howard Streicher,® Helen X Chen,*
James Murray,* H Nida Sen, Elad Sharon [] ®

EAs oculares 3.3% pacientes con PD-1Y PD-La inhb (n=7727 pacientes)
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Ocular adverse events with immune checkpoint inhibitors

b,

Tony Fang °, David A. Maberley °, Mahyar Etminan

Registro FAERS

Journal of Current Ophthalmology 31 (2019) 319—322

Reported odds ratios (RORs) for ocular adverse events with use of immune checkpoint inhibitors (ICIs) in the Food and Drug Administration Adverse Event
Reporting System (FAERS) database from 2003 to 2018.

Drug name (s) Adverse event (s) Events with specific ICI ROR*

All ICIs of interest’ All adverse events of interest”® 113 2.52 (2.06—3.08)
Atezolizumab All adverse events of interest” 4 3.79 (1.42—10.14)
Atezolizumab Uveitis 1 4.60 (0.65—32.76)
Atezolizumab Eye inflammation 3 18.89 (6.07—58.81)
Ipilimumab All adverse events of interest 17 2.65 (1.91-3.68)
Ipilimumab Uveitis 15 10.54 (7.30—15.22)
Ipilimumab Dry eye 1 0.34 (0.11—1.05)
Ipilimumab Eye inflammation 1 1.95 (0.73—5.20)
Nivolumab All adverse events of interest* 68 2.73 (2.09—3.57)
Nivolumab Uveitis 45 8.73 (6.25—12.20)
Nivolumab Dry eye 11 0.62 (0.32—1.24)
Nivolumab Ocular myasthenia 3 22.82 (7.18—72.50)
Nivolumab Evye inflammation 9 2.68 (1.34—5.36)
Pembrolizumab All adverse events of interest 24 2.47 (1.56—3.93)
Pembrolizumab Uveitis 22 10.80 (6.60—17.68)
Pembrolizumab Dry eye 1 0.21 (0.03—1.50)

Pembrolizumab

Ocular myasthenia

20.17 (2.28—145.20)
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Ophthalmic adverse effects of immune checkpoint
inhibitors: the Mayo Clinic experience

Blake Hugo Fortes @ " Harris Liou,” Lauren A Dalvin @

Br J Ophthalmol 2021;105:1263-1271.

Registro MAYO

EAs oculares 2.8% pacientes con ICl (=996 pacientes)
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EAs OCULARES TRAS INHIBIDORES PD-1, PD-L1, ANTICTLA-4

Pembrolizumab >> Atezolizumab >> Avelumab
1) ENFERMEDAD DE 0JO SECO
2) UVEITIS

® Anterior
® Otras

3) MIASTENIA OCULAR
4) NEUROPATIA OPTICA

® Papiledema
" Neuritis optica
¥ Atrofia dptica

) PARALISIS OCULOMOTORAS
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INHIB PD-1, PD-L1
ANTICTLA-4

EAs OCULARES TRAS INHIBIDORES PD-1, PD-L1, ANTICTLA-4
1) ENFERMEDAD DE 0JO SECO
" SINTOMAS

® Escozor, sequedad, sensacion de arenilla, distorsion visual que mejora con el parpadeo
® Empeoramiento vespertino y con uso PVD
® Puede estar relacionado con Sjogren secundario®

" MANEJO
® Pautar lagrimas artificiales (AH, sin conservantes)
® Tratamiento DGM si asociado?

® Remitir al oftalmologo para manejo si no mejoria
® No requiere retirada ICl

1. Ramos-Casals M, Maria A, Suarez-Almazor ME, et al. Sicca/Sjogren's syndrome triggered by PD-1/PD-L1 checkpoint
inhibitors. Data from the International ImmunoCancer Registry (ICIR). Clin Exp Rheumatol 2019;118(3):114-22.

2. Nguyen CB, Su CT, Morgan M, et al. Case report: Immune-mediated meibomian gland dysfunction following
pembrolizumab therapy for advanced urothelial carcinoma. Front Oncol. 2022
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INHIB PD-1, PD-L1

ANTICTLA-4
EAs OCULARES TRAS INHIBIDORES PD-1, PD-L1, ANTICTLA-4
2) UVEITIS
" SINTOMAS

® Disminucion de vision, cuadro VKH-like

® Debut (media) 9 semanas tras inicio ICI*

® ANTERIOR: dolor, ojo rojo, fotofobia

® INTERMEDIA, POSTERIOR: vision moscas-telaranas (DVP)
® Mas frecuente si antecedentes de uveitis

" MANEJO

® Remitir al oftalmologo de forma urgente para diagnostico diferencial
® Muchos casos no requieren retirada de ICI*2, tratamiento con corticoides (tépicos-orales)

1. ZhouYW, Xu Q, Wang, et al. Immune checkpoint inhibitor-associated ophthalmic adverse events: current
understanding of its mechanisms, diagnosis, and management. Int J Ophthalmol 2022;15(4):646-56.

2. Fortes BH, Liou H, Dalvin LA. Ophthalmic adverse effects of immune checkpoint inhibitors: the Mayo Clinic
experience. Br J Ophthalmol 2021;105(9):1263-71.
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EAs OCULARES TRAS INHIBIDORES PD-1, PD-L1, ANTICTLA-4
3) MIASTENIA OCULAR*
" SINTOMAS

® Ptosis (caida parpados)
® Diplopia

® Puede asociarse a miastenia sistémica (insuficiencia respiratoria)?

" MANEJO

® Remitir al oftalmologo de forma urgente para diagnostico diferencial
® Siafectacion sistémica, retirar ICl

1. Yu CW, Yau M, Mezey N, et al. Neuro-ophthalmic Complications of Immune Checkpoint Inhibitors: A Systematic Review. Eye
Brain 2020;12:139-67.

2. Portolés Hernandez A, Blanco Clemente M, Escribano Garcia D, et al. Checkpoint inhibitor-induced fulminant myocarditis,
complete atrioventricular block and myasthenia gravis-a case report. Cardiovasc Diagn Ther 2021;11(4):1013-9.
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ANTICTLA-4

EAs OCULARES TRAS INHIBIDORES PD-1, PD-L1, ANTICTLA-4
4) NEUROPATIA OPTICA*
Incluye neuritis optica, papiledema, papilitis
" SINTOMAS

® Pérdida vision, dolor
® Alteracion vision colores

® Alteraciones campo visual

" MANEJO

® Remitir al oftalmologo de forma urgente para diagnostico diferencial
® Corticoides. En algunos casos Ig iv o plasmaféresis?
® Valorar retirada ICl

1. Yu CW, Yau M, Mezey N, et al. Neuro-ophthalmic Complications of Immune Checkpoint Inhibitors: A Systematic Review. Eye
Brain 2020;12:139-67.

2. ZhouYW, Xu Q, Wang, et al. Immune checkpoint inhibitor-associated ophthalmic adverse events: current understanding
of its mechanisms, diagnosis, and management. Int J Ophthalmol 2022;15(4):646-56.
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EAs OCULARES TRAS INHIBIDORES PD-1, PD-L1, ANTICTLA-4
5) PARALISIS OCULOMOTORAS?
" SINTOMAS

® Diplopia?
" MANEJO

® Remitir al oftalmologo de forma urgente para diagnostico diferencial
® Valorar retirada de ICl

1. Yu CW, Yau M, Mezey N, et al. Neuro-ophthalmic Complications of Immune Checkpoint Inhibitors: A Systematic Review. Eye
Brain 2020;12:139-67.

2. Missori P, Ambrosone A, Cristofani L, t al. Third Cranial Nerve Palsy after Monoclonal Antibody Therapy for Lung Cancer: A
Case Report. Case Rep Ophthalmol 2022;13(1):282-5.



Ocular adverse events associated
with immune checkpoint inhibitors, a scoping

review

A.Martens' ", P P. Schauwvlieghe'’, A. Madoe', I. Casteels' and S. Aspeslagh?

l')

Check for
updates
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ANTICTLA-4

|Journal of Ophthalmic Inflammation and Infection (2023) 13:5 |

Table 6 Results of steroid administration

Cases steroids used Resolution Partial resolution
Uveitis (n=134) 124 (92.5%) 82/124 (66.1%) 20/124 (16.1%)
Neuro-ophthalmic disordes (n=71) 67 (94.3%) 26/67 (38.3%) 20/67 (29.9%)
Orbit and ocular adnexa (n=33) 31 (93.9%) 20/31 (64.5%) 7/31 (22.6%)
Cornea and ocular adnexa (n=30) 25 (83.3%) 13/25 (52.0%) 9/25 (36.0%)
Retina (n=26) 13 (50.0%) 4/13 (30.8%) 3/13 (23.1%)

Table 7 ICl discontinuation

Cases ICI
discontinued

Uveitis (n=134)
Neuro-ophthalmic disordes (n="71)

Orbit and ocular adnexa (n=33)
Cornea and ocular adnexa (n=30)
Retina (n=26)

79 (59.0%)
53 (74.6%)
23 (69.7%)
20 (66.7%)
16 (61.5%)




l..)Tratamiento hormonal
5) QMT (Platinos, gemcitabina)




Evaluation of a novel dry eyeanodel induced
by oral adminigtration of finsteri gk

KAI LI*, CHUANWEI ZHANG!, ZICHAO YANG!, YULIANG WANG! and HAIPENG SI®

MOLECULAR MEDICINE REPORTS 16: 8763-8770, 2017




The use of androgen deprivation therapy for prostate
cancer and its effect on the subsequent dry eye disease:
a population-based cohort study

Hsiang-Wen Chienl234, Chiao-Wen Lin56, Chia-Yi Lee7?, Ing-Yang Huangs?, Shun-Fa Yang89~, Kai Wang123*

Int. J Med. S3. 2022, Vol. 19
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Article

Androgen Deprivation Therapy for Prostate Cancer Did Not
Increase the Risk of Retinal Vascular Occlusion: A

Population-Based Cohort Study

Hsin-Le Lin 0, Chia-Yi Lee >*({, Jing-Yang Huang 3, Po-Chen Tseng 1*>* and Shun-Fa Yang 3%*

Int

. J. Environ. Res. Public Health 2022, 19, 2268

........

Individuals without prostate cancer

Prostate cancer without ADT
Prostate cancer with ADT
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Log-rank p =0.3464

Month

1

144




ORIGINAL ARTICLE

Effects of systemic anti-androgen drugson @ ®
the ocular surface

Effets des medicaments anti-androgenes systémiques sur la surface oculaire

Check for
updates

S. Aydin Kurna®*, A. Oflaz Hacisalihoglu®, A. Altun?,
N. Ozbay Ozel¢, F. Uruc¢, H.S. Kanar®,
A. Karatay Arsan®

Journal francais d’ophtalmologie 45 (2022) 619—627
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In conclusion, anti-androgen drugs may impair tear
function tests, cause increased corneal and conjunctival
staining scores, and worsen the complaints of DED in
patients with prostate cancer. Consequently, our results
have shownthat androgend e p c i isassogiated with both
agueous - daadavapaatite DED. Prospective con-
trolled studies are warranted to evaluate the long-term
effects of anti-androgen drugs on the ocular surface.




5) QMT (Platinos, gemcitabina)
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Thromboembolic events in patients with urothelial carcinoma undergoing PLATINOS
neoadjuvant chemotherapy and radical cystectomy

Piotr Zareba, M.D., M.P.H.%, Laurel Patterson, B.Sc.*”, Rishikesh Pandya, M.D.*",
David Margel, M.D., Ph.D.®, Sebastien J. Hotte, M.D., M.Sc.”, Som D. Mukherjee, M.D.>,
Leelamma Elavathil, M.D.”°, Dean Daya, M.D.”¢, Bobby Shayegan, M.D.?',

Jehonathan H. Pinthus, M.D., Ph.D.>"*

Urologic Oncology: Seminars and Origind Investigations 32 (2014) 975-980

Results: Of 202 patients, 17 (8.4%) developed a TEE, including 8 of 42 (19.1%) treated with NCT and cystectomy and 9 of 160 (5.6%)
treated with cystectomy alone (risk ratio %2 3.39, 95% Cl: 1.39-8.24). After adjustment for observation time, there remained an association
between treatment with NCT and risk of TEE (hazard ratio a4 2.40; 95% CI. 0.92-6.27; P "4 0.07). Overdl, 7 events occurred before
cystectomy and 10 occurred postoperatively. Among patients treated with NCT, 6 of 8 events occurred before cystectomy. Detection of TEE
was clinically significant as preoperative TEE was found to be an independent predictor of progresson and cancer-specific mortality
(adjusted hazard ratio Va4 3.91, 95% CI: 1.34-11.45). The main limitations of our study are its retrospective data collection and small
absolute number of events.




Chemotherapy-Induced Central Retinal Artery
Occlusion in Gestational Trophoblastic Neoplasia:
Case Report

TOXICIDAD OCULAR
CARCINOMA UROTELIAL
PLATINOS

International Medical Case Reports Journal 2020:13 431435

OCLUSION ARTERIA CENTRAL RETINA

1) SINTOMAS 2) MANEJO
" Pérdida de agudeza visual unilateral brusca severa ® Remitir al oftalmologo de forma urgente
(percepcion luz) para diagnostico
" DPAR ® Si concomitante a tratamiento, retirar

platino/s.




A2 LV _yvcu alivi.

The patient was a 52-year-old woman diagnosed
with serous papillary ovarian carcinoma stage IV
in 1989. She had reductive surgery followed by
high-dose CDDP (160 mg/m? administered in 4
divided doses of 40 mg/m? over 4 consecutive days)
and cyclophosphamide (600 mg/m?) associated
with gluthatione (2.5g). Four courses of this

chemotherany were adminictered sweslkiv for o

CAAINIIAiiVIl wad 11ULlal, J.Vldgllcllh INTHU
Imaging (MRI) with and without Gadol
contrast was negative. No antibody against 1
antigen of human cerebellar Purkinje cells, f
cortex, spinal cord, dorsal root ganglia, perij
nerve and optic nerve were found by means
indirect immunofluorescence technique (6,

onset visual acuity was 6/10 in right eye, 10
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CARCINOMA UROTELIAL
PLATINOS
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Ocular toxicity following carboplatin PLATINOS
chemotherapy for neuroendocrine
tumour of the bladder

JOURNAL OF
ONCOLOGY
PHARMACY
Ja Ng', Muhayman Sadig®{® and Qasim Mansoor® | PRACTICE

JOncol Fharm Radice
14
© The Author(s) 2022

NEURITIS OPTICA

1) SINTOMAS

® Pérdida de agudeza visual uni o bilateral

® Dolor retro ocular (mayor con movimientos oculares)
® Alteracion vision colores

® Puede ser progresiva

® Suele acompafiar o sequir a una neuropatia periférica
® Durante o tras tratamiento con platinos

2) MANEJO

® Remitir al oftalmodlogo de forma urgente para diagnostico
® Si concomitante a tratamiento, retirar platino/s.



TOXICIDAD OCULAR

Bilateral subfoveal serous detachment CARCINOMA UROTELIAL
following Cisplatin chemotherapy PLATINOS

Boon Lin Teh ®, Rhona Duggan and Thorfinn Leslie

European burnd of Ophthamology
2021, \ol. 31(5) NP19-NP22

COROIDOPATIA SEROSA CENTRAL

1) SINTOMAS
® Pérdida de agudeza visual uni o bilateral
® Puede ser progresiva
® Durante o tras tratamiento con platinos

2) MANEJO

® Remitir al oftalmodlogo de forma urgente para diagnostico
® Si concomitante a tratamiento, retirar platino/s.
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Bilateral subfoveal serous detachment CARCINOMA UROTELIAL
following Cisplatin chemotherapy PLATINOS

Boon Lin Teh ®, Rhona Duggan and Thorfinn Leslie Eiropean Jburna of Ophthamology

2021, Vol. 31(5) NP19-NP22

Figure 2. Four weeks after withholding Cisplatin.



Newly identified adverse events for gemcitabine
using the Food and Drug Administration Adverse
Event Reporting System

Wei Zhang, Yuhong Wang, Xin Jang, Hu Zhao, Xinli Ja, Qiye Wang, Yue Chen,

Yuanfang Jang, Zhifang Ma, Lina Chang & Xin Wang

IEXPERT OPINION ON DRUG SAFETY

ROR
SOC Name PTs PT Code Case Numbers (95% CI)
Eye disorders Retinopathy 1E+ 07 35 7.71
(15.31-10.34)
Ectropion 1E+07 1 28.19
(115.42-51.55)
Purtscher retinopathy 1E+07 1 152.13
( 79.00-292.94
Amaurosis 1E+ 07 10 11.41
(6.10-21.31)
Choroidal effusion 1E+07 9 10.73
(5.55-20.72)
Retinal ischemia 1E+07 9 12.27
(6.34-23.72)
Cystoid macular edema 1E+ 07 8 3.99
(11.99-7.99 )
Subretinal fluid 1E+07 7 7.69
(13.65-16.21)
Corneal perforation 1E+07 6 8.30
(13.71-18.56 )
Retinal pigment epitheliopathy 1E+ 07 5 9.09
(13.76-21.98 )
Necrotising scleritis 1E+ 07 4 23.09




GEMCITABINE-INDUCED RETINOPATHY

Jaclyn L. Kovach, MD

RETINAL CASES & BRIEF REPORTS 0:1-2, 2016




Gemcitabine-Associated
Retinopathy With
Bilateral Exudative
Retinal Detachment and

Flschnig’s Spots
226.]

Florencia Loscalzo, MD; Martin Balbarrey, MD;
Julio D. Grigera, MD
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CONCLUSIONES
1. EAs oculares en general leves, no requieren retirada de tratamiento
2. Si afectacion visual (neuropatia optica, uveitis CSC) - retirada + OFT preferente

3. Fundamental colaboracion cercana-estrecha con OFT
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