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Abstract. Background/Aim: The systemic administration of

anticancer drugs may cause ocular adverse reactions (OARs).

However, such adverse events are generally rare and occur with

an unknown frequency. This study aimed to investigate the

tendency of occurrence of OARs induced by systemic anticancer

drugs using a large spontaneous pharmacovigilance database in

Japan. Patients and Methods: The safety signals for eight OARs

(periorbital and eyelid, conjunctival, corneal, scleral, lacrimal,

lens, retinal, and optic nerve disorders) and their associations

with anticancer drugs were evaluated by analyzing reporting

odds ratios (RORs) and information components (ICs) based on

data from the Japanese Adverse Drug Event Report (JADER).

Results: Safety signals associated with anticancer drugs were

detected for periorbital and eyelid disorders (imatinib),

conjunctival disorders (imatinib and lapatinib), corneal

disorders (S-1, erlotinib, capecitabine, cetuximab, gefitinib,

vandetanib, trastuzumab emtansine, lapatinib), lacrimal

disorders (S-1, pembrolizumab), lens disorders (lenalidomide,

pomalidomide, elotuzumab, tamoxifen, bexarotene, venetoclax),

retinal disorders (encorafenib, binimetinib, tamoxifen, nab-

paclitaxel, trametinib, dabrafenib), and optic nerve disorders

(tamoxifen and blinatumomab). Some anticancer drugs showed

differences in safety signals based on sex and age. Conclusion:

Safety signals indicative of the risk of occurrence of OARs were

observed for several anticancer drugs, and several hitherto

unreported ocular adverse events requiring caution were also

detected. Our results will help predict the occurrence of OARs

by oncologists, ophthalmologists, pharmacists, and other

healthcare professionals.

Certain anticancer agents induce ocular adverse reactions

(OARs), such as periorbital and eyelid disorders, conjunctival

disorders, corneal disorders, scleral disorders, lens disorders,

and retinal disorders, optic nerve disorders, lacrimal disorders

(1, 2). Some well know OARs are corneal and lacrimal

disorder caused by S-1 (2-6), and retinal disorder caused by

tamoxifen (7, 8). Novel molecular target anticancer drugs such

as B-RAF and MEK inhibitors have also been reported to

cause OARs such as uveitis, dry eyes, conjunctival disorders,

and retinopathy (9-12). Most OARs may be without

discontinuation of anticancer therapy. However, it is important

to be aware of irreversible, life-threatening, and vision-

threatening OARs (1). Thus, to predict and manage OARs, it

is important to know the risk for OARs, the involved eye

region, and patient characteristics. However, as drug-induced

OARs are generally rare or occur with an unknown frequency

in adults and children, there is inadequate evidence to guide

patient screening for the potential risks of anticancer drugs

(13). Furthermore, information on OARs for recently approved

anticancer drugs is limited to that identified in the early stages

of development, and in clinical trial reviews/case reports (1).

In recent years, a large pharmacovigilance database of

real-world spontaneous adverse drug reactions (ADRs) has

been used to evaluate drug-associated safety signals (14).

The Japanese Adverse Drug Event Report (JADER) is a

nationwide database of spontaneous reports of ADR

published by the Pharmaceuticals and Medical Devices

Agency (PMDA), a pharmaceutical regulatory authority in

Japan. The calculation of reporting odds ratio (RORs) and

information components (ICs) (15-18) based on safety signal
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▪No interés comercial 

▪Advisory Board (últimos 2 años): Astellas / Santen

▪Bolsa de viaje/colaboraciones científicas (últimos 2 años)

✓Alcon

✓Angelini

✓Bausch & Lomb

✓FAES FARMA

✓Horus

✓Oculus

✓Thea



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 colaboración cercana-estrecha con OFT



1) ADCs

2) Terapias dirigidas
▪ TKI

▪ Inhibidores FGFR

3) Inmunoterapia
▪ PD-1, PD-L1

▪ CTLA-4

4) Tratamiento hormonal

5) QMT (Platinos, gemcitabina)
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Enfortumab Vedotin in Previously Treated Advanced Urothelial Carcinoma 
Powles and Rosenberg et al. 
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Table S8. Time to Onset of Treatment-Related Adverse Events of Special Interest. 

Event 

Enfortumab Vedotin Group 
(N=296) 

Chemotherapy Group 
(N=291) 

n Median (range), months n Median (range), months 

Skin reactions 139 0.427 (0.03, 12.68) 46 0.657 (0.07, 9.56) 

Peripheral neuropathy* 137 2.694 (0.03, 11.99) 89 0.821 (0.03, 9.07) 

Corneal disorders 2 4.337 (1.91, 6.77) 0 NA 

Dry eye 47 1.906 (0.30, 9.66) 9 2.464 (0.03, 5.09) 

Blurred vision 12 2.448 (0.07, 5.09) 6 0.871 (0.03, 4.14) 

Infusion-related reactions 26 0.509 (0.03, 9.40) 13 0.033 (0.03, 3.19) 

Hyperglycemia 19 0.559 (0.26, 5.78) 1 1.413 (1.41, 1.41) 

*The time to first onset of grade ≥2 peripheral neuropathy was median (range) of 4.435 (0.36, 12.02) months and 1.725 (0.07, 9.89) months for enfortumab vedotin and 

chemotherapy groups, respectively. 

NA denotes not applicable. 
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ENFERMEDAD DE OJO SECO 

▪SÍNTOMAS
• Escozor, sequedad, sensación de arenilla, distorsión visual que mejora con el parpadeo

• Empeoramiento vespertino y con uso PVD

▪MANEJO
• Medidas generales (descanso uso PVD, evitar corrientes aire, humidificador, etc.) 

• Pautar lágrimas artificiales (AH, sin conservantes) al inicio del tratamiento

• Remitir al oftalmólogo para manejo si no mejoría

• No requiere retirada EV
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TROPHY-U-01: A Phase II Open-Label Study of

Sacituzumab Govitecan in Patients With

Metastatic Urothelial Carcinoma Progressing

After Platinum-Based Chemotherapy and

Checkpoint Inhibitors
Scott T. Tagawa, MD, MS1; Arjun V. Balar, MD2; Daniel P. Petrylak, MD3; Arash Rezazadeh Kalebasty, MD4; Yohann Loriot, MD, PhD5;

Aude Fléchon, MD, PhD6; Rohit K. Jain, MD7; Neeraj Agarwal, MD8; Manojkumar Bupathi, MD, MS9; Philippe Barthelemy, MD, PhD10;

Philippe Beuzeboc, MD, PhD11; Phillip Palmbos, MD, PhD12; Christos E. Kyriakopoulos, MD13; Damien Pouessel, MD, PhD14;

Cora N. Sternberg, MD1; Quan Hong, MD15; Trishna Goswami, MD15; Loretta M. Itri, MD15; and Petros Grivas, MD, PhD16

ab
stract

PURPOSE Patients with metastatic urothelial carcinoma (mUC) who progress on platinum-based combination

chemotherapy (PLT) and checkpoint inhibitors (CPIs) have limited options that offer objective response rates

(ORRs) of approximately 10% with a median overall survival (OS) of 7-8 months. Sacituzumab govitecan (SG) is

a TROP-2–directed antibody-drug conjugate with an SN-38 payload that has shown preliminary activity in mUC.

METHODS TROPHY-U-01 (ClinicalTrials.gov identifier: NCT03547973) is a multicohort, open-label, phase II, regis-

trational study. Cohort 1 includespatientswith locallyadvanced or unresectable or mUCwhohad progressed after prior

PLT and CPI. Patients received SG 10 mg/kg on days 1 and 8 of 21-day cycles. The primary outcome was centrally

reviewed ORR; secondary outcomes were progression-free survival, OS, duration of response, and safety.

RESULTSCohort 1 included 113 patients (78% men; median age, 66 years; 66.4% visceral metastases; median

of three [range, 1-8] prior therapies). At a median follow-up of 9.1 months, the ORR was 27% (31 of 113; 95%

CI, 19.5 to 36.6); 77% had decrease in measurable disease. Median duration of response was7.2 months (95%

CI, 4.7 to 8.6 months), with median progression-free survival and OSof 5.4 months (95% CI, 3.5 to 7.2 months)

and 10.9 months (95% CI, 9.0 to 13.8 months), respectively. Key grade $ 3 treatment-related adverse events

included neutropenia (35%), leukopenia (18%), anemia (14%), diarrhea (10%), and febrile neutropenia (10%),

with 6% discontinuing treatment because of treatment-related adverse events.

CONCLUSIONSGisan activedrugwith amanageablesafetyprofilewith most common toxicitiesof neutropeniaand

diarrhea. SGhasnotableefficacycompared with historical controls in pretreated mUCthat hasprogressed on both

prior PLT regimens and CPI. The results from this study supported accelerated approval of SG in this population.

J Clin Oncol 39:2474-2485. © 2021 by American Society of Clinical Oncology

Creative Commons Attribution Non-Commercial No Derivatives 4.0 License

INTRODUCTION

Patients with metastatic urothelial carcinoma (mUC)

with disease progression after combination platinum-

based chemotherapy and immune checkpoint inhib-

itors (CPIs) have limited treatment options.1 Following

progression, the only widely available agents indicated

per NCCN and ESMO guidelines have been taxanes

and vinflunine (approved in the European Union).

These agents have response rates of approximately

10% with a median overall survival (OS) of 7-8

months.2-7 The therapeutic landscape for mUC in

the United States has been expanded by the

accelerated US Food and Drug Administration (FDA)

approvals of erdafitinib, a pan-fibroblast growth factor

receptor inhibitor for patients with tumors harboring

FGFR2- or FGFR3-activating mutation or fusion (fol-

lowing platinum-based chemotherapy), and enfortu-

mab vedotin (EV), a nectin-4–directed antibody-drug

conjugate (ADC) following platinum-based chemo-

therapy and CPI.8-10 Although both EV and erdafitinib

have objective response rates (ORRs) of approximately

40%, most patients progress on these therapies.

Moreover, erdafitinib is limited to patients with FGFR2/

3 mutation or fusion (15%-20% of patients depending

on cancer type).11 Hence, new agents are still needed.

Trophoblast cell surface antigen 2 (Trop-2) is a trans-

membrane glycoprotein that is highly expressed on the

surfaceof most epithelial cancer cells.12-16 Elevated Trop-2
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Aude Fléchon, MD, PhD6; Rohit K. Jain, MD7; Neeraj Agarwal, MD8; Manojkumar Bupathi, MD, MS9; Philippe Barthelemy, MD, PhD10;

Philippe Beuzeboc, MD, PhD11; Phillip Palmbos, MD, PhD12; Christos E. Kyriakopoulos, MD13; Damien Pouessel, MD, PhD14;

Cora N. Sternberg, MD1; Quan Hong, MD15; Trishna Goswami, MD15; Loretta M. Itri, MD15; and Petros Grivas, MD, PhD16

ab
stract

PURPOSEPatients with metastatic urothelial carcinoma (mUC) who progress on platinum-based combination

chemotherapy (PLT) and checkpoint inhibitors (CPIs) have limited options that offer objective response rates

(ORRs) of approximately 10% with a median overall survival (OS) of 7-8 months. Sacituzumab govitecan (SG) is

aTROP-2–directed antibody-drug conjugatewith an SN-38 payload that hasshown preliminary activity in mUC.

METHODS TROPHY-U-01 (ClinicalTrials.gov identifier: NCT03547973) is a multicohort, open-label, phase II, regis-

trational study. Cohort 1 includespatientswith locallyadvancedorunresectableormUCwhohadprogressed after prior

PLT and CPI. Patients received SG10 mg/kg on days 1 and 8 of 21-day cycles. The primary outcome was centrally

reviewed ORR; secondary outcomes were progression-free survival, OS, duration of response, and safety.

RESULTSCohort 1 included 113 patients (78% men; median age, 66 years; 66.4% visceral metastases; median

of three [range, 1-8] prior therapies). At a median follow-up of 9.1 months, the ORR was 27% (31 of 113; 95%

CI, 19.5 to36.6); 77% had decrease in measurabledisease. Median duration of responsewas7.2 months (95%

CI, 4.7 to8.6 months), with median progression-free survival and OSof 5.4 months (95% CI, 3.5 to7.2 months)

and 10.9 months (95% CI, 9.0 to 13.8 months), respectively. Key grade $ 3 treatment-related adverse events

included neutropenia (35%), leukopenia(18%), anemia(14%), diarrhea(10%), and febrileneutropenia (10%),

with 6% discontinuing treatment because of treatment-related adverse events.

CONCLUSIONSGisan activedrugwith amanageablesafetyprofilewith most commontoxicitiesof neutropeniaand

diarrhea. SGhasnotableefficacycompared with historical controls in pretreated mUCthat hasprogressed on both

prior PLT regimens and CPI. The results from this study supported accelerated approval of SGin this population.

JClin Oncol 39:2474-2485. © 2021 by American Society of Clinical Oncology

Creative Commons Attribution Non-Commercial No Derivatives 4.0 License

INTRODUCTION

Patients with metastatic urothelial carcinoma (mUC)

with disease progression after combination platinum-

based chemotherapy and immune checkpoint inhib-

itors (CPIs) have limited treatment options.1 Following

progression, the only widely available agents indicated

per NCCN and ESMO guidelines have been taxanes

and vinflunine (approved in the European Union).

These agents have response rates of approximately

10% with a median overall survival (OS) of 7-8

months.2-7 The therapeutic landscape for mUC in

the United States has been expanded by the

accelerated US Food and Drug Administration (FDA)

approvals of erdafitinib, a pan-fibroblast growth factor

receptor inhibitor for patients with tumors harboring

FGFR2- or FGFR3-activating mutation or fusion (fol-

lowing platinum-based chemotherapy), and enfortu-

mab vedotin (EV), a nectin-4–directed antibody-drug

conjugate (ADC) following platinum-based chemo-

therapy and CPI.8-10 Although both EV and erdafitinib

haveobjective responserates(ORRs) of approximately

40%, most patients progress on these therapies.

Moreover, erdafitinib is limited topatientswith FGFR2/

3 mutation or fusion (15%-20% of patients depending

on cancer type).11 Hence, newagentsarestill needed.

Trophoblast cell surface antigen 2 (Trop-2) is a trans-

membrane glycoprotein that is highly expressed on the

surfaceofmostepithelial cancercells.12-16 ElevatedTrop-2

ASSOCIATED

CONTENT

Appendix

Protocol

Author affiliations

and support

information (if

applicable) appear

at the end of this

article.

Accepted on March

22, 2021 and

published at

ascopubs.org/journal/

jco on April 30, 2021:

DOI https://doi.org/10.

1200/JCO.20.03489

2474 Volume 39, Issue 22

Downloaded from ascopubs.org by 81.35.25.93 on February 5, 2023 from 081.035.025.093
Copyright © 2023 American Society of Clinical Oncology. All rights reserved. 

TOXICIDAD OCULAR 

ADCs



1) ADCs

2)Terapias dirigidas
▪TKI

▪Inhibidores FGFR

3) Inmunoterapia
▪ PD-1, PD-L1

▪ CTLA-4

4) Tratamiento hormonal

5) QMT (Platinos, gemcitabina)



31 
 

Table S8. Treatment-related Adverse Events of Special Interest or Clinical Importance 

Among Patients Treated With 8 mg per day Continuous Erdafitinib (Regimen 3). 

 

8 mg Continuous Erdafitinib 

(n=99) 

Patients with adverse events — no. (%) Any grade G rade ≥3 

Hyperphosphatemia 72 (73) 2 (2) 

Skin events 48 (49) 6 (6) 

     Dry skin 
     Hand-foot syndrome 

32 (32) 
22 (22) 

0 (0) 
5 (5) 

Nail events 51 (52) 14 (14) 

     Onycholysis 
     Paronychia 
     Nail dystrophy 

16 (16) 
14 (14) 
16 (16) 

2 (2) 
3 (3) 
6 (6) 

Central serous retinopathy* 
Ocular events other than central serous retinopathy† 

21 (21) 
51 (52) 

3 (3) 
5 (5) 

Arrhythmia-related events 0 0 

* 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 
macular retinal pigment epithelium. 

† Most common ocular events other than central serous retinopathy included dry eye (19%), 
blurry vision (16%), increased lacrimation (11%), and conjunctivitis (9%). 
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CSC

▪SÍNTOMAS
• Metamorfopsia, disminución visión (central) 

• No dolor ni ojo rojo

▪DESPISTAJE
▪ Exploración inicial completa (AV, Amsler, FO, OCTm)

▪ Amsler domicilio (semanal)

▪ Revisión mensual los 4 primeros meses, trimestral después
Fuente: www.aao.org
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Table S6. Treatment-Related Adverse Events Reported in ≥10% of Patients  Treated With 8 

mg per Day Continuous Erdafitinib. 

 

 8 mg Continuous Erdafitinib 
(n=99) 

Patients with Adverse Events — no. 
(%) 

Any Grade Grade 1 Grade 2 Grade 3 

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 

Alopecia 27 (27) 21 (21) 6 (6) 0 

Decreased appetite 25 (25) 11 (11) 14 (14) 0 

Hand-foot syndrome 22 (22) 5 (5) 12 (12) 5 (5) 

Fatigue 21 (21) 8 (8) 11 (11) 2 (2) 

Dry eye 19 (19) 14 (14) 4 (4) 1 (1) 

Nail dystrophy 16 (16) 5 (5) 5 (5) 6 (6) 

Onycholysis 16 (16) 4 (4) 10 (10) 2 (2) 

Vision blurred 16 (16) 10 (10) 6 (6) 0 

Paronychia 14 (14) 1 (1) 10 (10) 3 (3) 

Asthenia 13 (13) 2 (2) 9 (9) 2 (2) 

Alanine aminotransferase increased 12 (12) 9 (9) 2 (2) 1 (1) 

Lacrimation increased 11 (11) 8 (8) 3 (3) 0 

Nail discoloration 11 (11) 8 (8) 3 (3) 0 

Weight decreased 10 (10) 5 (5) 5 (5) 0 
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EAs oculares 2.6% pacientes con Pembrolizumab (n=1204 pacientes) 

Registro IRIS 
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Registro CTEP 

EAs oculares 3.3% pacientes con PD-1 Y PD-L1 inhb (n=7727 pacientes)
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Registro MAYO  

EAs oculares 2.8% pacientes con ICI (n=996 pacientes)
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EAs OCULARES TRAS INHIBIDORES PD-1, PD-L1, ANTI CTLA-4

Pembrolizumab >> Atezolizumab >> Avelumab

1) ENFERMEDAD DE OJO SECO 

2) UVEÍTIS 
▪ Anterior 

▪Otras

3) MIASTENIA OCULAR

4) NEUROPATÍA ÓPTICA
▪ Papiledema

▪ Neuritis óptica

▪ Atrofia óptica

5) PARÁLISIS OCULOMOTORAS 
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EAs OCULARES TRAS INHIBIDORES PD-1, PD-L1, ANTI CTLA-4

1) ENFERMEDAD DE OJO SECO 

▪SÍNTOMAS
• Escozor, sequedad, sensación de arenilla, distorsión visual que mejora con el parpadeo

• Empeoramiento vespertino y con uso PVD

• Puede estar relacionado con Sjögren secundario1

▪MANEJO
• Pautar lágrimas artificiales (AH, sin conservantes)

• Tratamiento DGM si asociado2

• Remitir al oftalmólogo para manejo si no mejoría

• No requiere retirada ICI

1. Ramos-Casals M, Maria A, Suárez-Almazor ME, et al. Sicca/Sjögren'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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2) UVEÍTIS

▪SÍNTOMAS
• Disminución de visión, cuadro VKH-like

• Debut (media) 9 semanas tras inicio ICI1

• ANTERIOR: dolor, ojo rojo, fotofobia

• INTERMEDIA, POSTERIOR: visión moscas-telarañas (DVP)

• Más frecuente si antecedentes de uveítis

▪MANEJO
• Remitir al oftalmólogo de forma urgente para diagnóstico diferencial

• Muchos  casos no requieren retirada de ICI1,2, tratamiento con corticoides (tópicos-orales)

1. ZhouYW, Xu Q, Wang Y, 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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3) MIASTENIA OCULAR1

▪SÍNTOMAS
• Ptosis (caída parpados) 

• Diplopía 

• Puede asociarse a miastenia sistémica (insuficiencia respiratoria)2

▪MANEJO
• Remitir al oftalmólogo de forma urgente para diagnóstico diferencial

• Si afectación sistémica, retirar ICI 

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 Hernández A, Blanco Clemente M, Escribano García 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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4) NEUROPATÍA ÓPTICA1

Incluye neuritis óptica, papiledema, papilitis

▪SÍNTOMAS
• Pérdida visión, dolor

• Alteración visión colores

• Alteraciones campo visual

▪MANEJO
• Remitir al oftalmólogo de forma urgente para diagnóstico diferencial

• Corticoides. En algunos casos Ig iv o plasmaféresis2

• Valorar retirada ICI

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 Y, 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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5) PARÁLISIS OCULOMOTORAS1

▪SÍNTOMAS
• Diplopía2

▪MANEJO
• Remitir al oftalmólogo de forma urgente para diagnóstico diferencial

• Valorar retirada de ICI

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. 
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Abstract. Dry eye is a common eye disease, and suitable 

animal models are indispensable for investigating the patho-

genesis and developing treatments for dry eye. The present 

study was conducted to develop an androgen deficiency dry 

eye model induced by finasteride, and to evaluate ocular 

surface status and inflammatory cytokine gene expression in 

the lacrimal gland using a cytokine antibody array system. 

The results revealed that the antiandrogenic drug finasteride 

induced significant tear deficiency, and the histopathology 

results revealed significant inflammatory cell infiltration in the 

lacrimal gland. The cytokine antibody array system identified 

increased B7‑2 (also known as cluster of differentiation 86), 

interleukin (IL)‑1β, IL‑4, IL‑6, IL‑10, matrix metal lopro-

teinase‑8, Fas l igand, tumor necrosis factor (TNF)‑α and 

metalloproteinase inhibitor 1 levels in the lacrimal gland of 

the dry eye model. These cytokines were validated as candi-

date markers through the use of western blot analysis and 

reverse transcription-quantitative polymerase chain reaction. 

Both analyses confirmed a significant increase in proinflam-

matory cytokines, including IL‑1β, IL-6 and TNF-α, and 

anti‑inflammatory cytokines, including IL‑4 and IL‑10. The 

aforementioned data suggested that inflammation in antiandro-

genic models resulted from a balance between inflammatory 

and anti-inflammatory responses. Thus, direct finasteride 

administration may produce an applicable model for dry eye 

mediated by androgen deficiency. In addition, there may be a 

correlation between sex, steroid deficiency and the inflamma-

tory response. The findings of the present study have provided 

useful information for the pathogenesis and diagnosis of dry 

eye mediated by androgen deficiency.

Introduction

Dry eye is a common ocular surface disease associated with 

symptoms of ocular discomfort, tear film instability, and 

ocular surface and lacrimal gland inflammation (1-3). Dry eye 

not only affects the patient's daily life, i.e., reading, computer 

work, and driving, but also increases the risk of ocular infec-

tions and visual disturbance (4). Dry eye affects approximately 

10-20% of adults (5). Epidemiological studies have indicated 

that among those >50 years of age, approximately 7% of 

women and 4% of men in the US have reported symptoms of 

dry eye (6). A decline in androgen levels is a major cause of dry 

eye given that androgens play an important role in the regula-

tion of lacrimal gland secretion. Due to the decrease in sex 

hormones, the incidence of dry eye is significantly increased in 

postmenopausal women compared with men (7). If untreated, 

postmenopausal dry eye will significantly affect the quality of 

later l ife. It is prudent to explore the pathogenesis and treat-

ment of sex steroid‑deficient dry eye. To achieve this goal, an 

appropriate animal model for this condition is very important.

Gene expression profiling technologies have allowed large 

panels of genes to be analyzed at one time, which can provide 

important information about diseases (8). Immunostaining 

procedures can be used to explore the expression of proteins, 

but the process lacks quantification and is inefficient because 

only one or several proteins can be detected simultaneously. 

However, antibody array technology has allowed for simulta-

neous measurement of a large panel of genes. Such antibody 

arrays could provide information on the role of cytokines in 

the pathogenesis of dry eye.

The aim of this study was to develop a rat model of androgen 

deficiency dry eye and to assess changes in clinical outcomes, 

lacrimal gland histopathology, and inflammatory cytokine 

levels. Cytokine antibody assays were used to determine 

whether inflammatory‑related cytokine levels in the lacrimal 

gland of the dry eye model were increased or decreased. An 

overall analysis of cytokine protein expression in the lacrimal 

gland could provide critical information for the pathogenesis 

and diagnosis of androgen deficiency dry eye.

Materials and methods

Animals. A total of 18 7‑week‑old female Wistar rats, which 

were obtained from the Animal Experimental Center of Nanjing 
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Abstract 

This study aimed to investigate the influence of androgen deprivation therapy (ADT) for the development 

of dry eye disease (DED) in subjects with prostate cancer via the use of national health insurance research 

database (NHIRD) of Taiwan. A retrospective cohort study was conducted and patients were selected as 

prostate cancer with ADT according to diagnostic and procedure codes. Each participant in that group 

was then matched to one patient with prostate cancer but without ADT and two subject s without 

prostate cancer and ADT. And a total of 1791, 1791 and 3582 participants were enrolled in each group. 

The primary outcome was set as the DED development according to the diagnostic codes. Cox 

proportional hazard regression was applied to calculate the adjusted hazard ratio (aHR) and 95% 

confidence interval (CI) of ADT and other parameters for DED development. There were 228, 126 and 

95 new events of DED developed in the control group, the prostate cancer without ADT group and the 

prostate cancer with ADT group. The rate of DED in the prostate cancer with ADT group (aHR: 0.980, 

95% CI: 0.771-1.246, P= 0.8696) and Prostate cancer without ADT group (aHR: 1.064, 95% CI: 

0.855-1.325, P= 0.5766) were not significantly different compared to the control group. In addition, the 

patients aged 70-79 years old demonstrated a significantly higher incidence of developing DED compared 

to those aged 50-59 years old (aHR: 1.885, 95% CI: 1.188-2.989, P= 0.0071). In conclusion, the use of 

ADT did not alter the incidence of subsequent DED. 

Key words: androgen deprivation therapy; dry eye disease; age; database; epidemiology 

Introduction 

The prostate cancer is a prevalent cancer in male 
population [1], w ith more than 1,400,000 new cases of 
prostate cancer and 370,000 related deaths were 
reported in 2020 globally [2]. About the treatment of 
ADT, the androgen deprivation therapy (ADT) has 
been used as a common therapy that can reduce the 
prostate function and suppress the progression of 
prostate cancer [1, 3, 4]. The treatment options of ADT 
in prostate cancer include the LHRH agonists, 

estrogens, antiandrogens, and orchiectomy [5]. The 
median survival duration for prostate cancer was 
about 14 years under the ADT management [6], and 
the early use of ADT showed certain benefits for 
patients with prostate cancer and nodal metastases 
[7]. 

Several complications had been reported after 
the ADT management [8]. The cardiovascular 
disorders are common complications after the ADT 
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Abstract 

This study aimed to investigate the influence of androgen deprivation therapy (ADT) for the development 

of dry eye disease (DED) in subjects with prostate cancer via the use of national health insurance research 

database (NHIRD) of Taiwan. A retrospective cohort study was conducted and patients were selected as 

prostate cancer with ADT according to diagnostic and procedure codes. Each participant in that group 

was then matched to one patient with prostate cancer but without ADT and two subject s without 

prostate cancer and ADT. And a total of 1791, 1791 and 3582 participants were enrolled in each group. 

The primary outcome was set as the DED development according to the diagnostic codes. Cox 

proportional hazard regression was applied to calculate the adjusted hazard ratio (aHR) and 95% 

confidence interval (CI) of ADT and other parameters for DED development. There were 228, 126 and 

95 new events of DED developed in the control group, the prostate cancer without ADT group and the 

prostate cancer with ADT group. The rate of DED in the prostate cancer with ADT group (aHR: 0.980, 

95% CI: 0.771-1.246, P= 0.8696) and Prostate cancer without ADT group (aHR: 1.064, 95% CI: 

0.855-1.325, P= 0.5766) were not significantly different compared to the control group. In addition, the 

patients aged 70-79 years old demonstrated a significantly higher incidence of developing DED compared 

to those aged 50-59 years old (aHR: 1.885, 95% CI: 1.188-2.989, P= 0.0071). In conclusion, the use of 

ADT did not alter the incidence of subsequent DED. 

Key words: androgen deprivation therapy; dry eye disease; age; database; epidemiology 

Introduction 

The prostate cancer is a prevalent cancer in male 
population [1], with more than 1,400,000 new cases of 
prostate cancer and 370,000 related deaths were 
reported in 2020 globally [2]. About the treatment of 
ADT, the androgen deprivation therapy (ADT) has 
been used as a common therapy that can reduce the 
prostate function and suppress the progression of 
prostate cancer [1, 3, 4]. The treatment options of ADT 
in prostate cancer include the LHRH agonists, 

estrogens, antiandrogens, and orchiectomy [5]. The 
median survival duration for prostate cancer was 
about 14 years under the ADT management [6], and 
the early use of ADT showed certain benefits for 
patients with prostate cancer and nodal metastases 
[7]. 

Several complications had been reported after 
the ADT management [8]. The cardiovascular 
disorders are common complications after the ADT 
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Figure 1. Kaplan-Meier curves with cumulative probability of dry eye disease among the three groups. ADT: androgen deprivation therapy; DED: dry eye disease; n: number. 

 

Table 3. Adjusted hazard ratio of dry eye disease from each 

parameter 

Parameter aHR 95% CI P value 
Group    

Control Reference   

Prostate cancer w ithout ADT 1.064 0.855-1.325 0.5766 

Prostate cancer w ith ADT 0.980 0.771-1.246 0.8696 

Age at index    

<50 1.389 0.412-4.684 0.5967 

50-59 Reference   

60-69 1.540 0.963-2.462 0.0713 

70-79 1.885 1.188-2.989 0.0071* 

≥80 1.329 0.798-2.215 0.2743 

Urbanization    

Urban Reference   

Sub-urban 1.299 0.941-1.622 0.2070 
Rural 1.029 0.703-1.508 0.8820 
Occupation    

Government employees 0.925 0.638-1.342 0.6829 
Labor Reference   

Farmer and fisherman 0.847 0.630-1.138 0.2705 
Low income  1.091 0.259-4.595 0.9058 
Unemployed 1.032 0.799-1.335 0.8075 
Others 1.063 0.455-2.483 0.8877 
Co-morbidities    

Hypertension 1.074 0.877-1.316 0.4888 
DM 1.117 0.872-1.432 0.3805 
CAD 1.129 0.881-1.448 0.3378 
AMI 1.092 0.268-4.455 0.9022 
Hyperlipidemia 1.280 0.995-1.648 0.0550 
Cerebrovascular disease 0.949 0.700-1.286 0.7343 
Dementia 0.274 0.068-1.111 0.0699 
ADT: androgen deprivation therapy, DM: diabetes mellitus, CAD: coronary arterial 
disease, AMI: acute myocardial infarction, aHR: adjusted hazard ratio, CI: 
confidence interval. 

* denotes significant correlation to dry eye disease development. 

 
 

In the analysis of different parameters, the 
patients aged 70-79 years old showed a significantly 
higher risk of developing DED compared to those 
aged 50-59 years old (aHR: 1.885, 95% CI: 1.188-2.989, 
P= 0.0071). The other parameters, including the 
demographic data and systemic disorders, did not 
demonstrated significant influence on the occurrence 
of DED (all P> 0.05) (Table 3). 

Discussion 

Briefly, the current study showed the 
insignificant effect of ADT on the development of 
DED in patients with prostate cancer. In addition, the 
cumulative probability of DED among different 
patient groups did not reveal significant difference 
with time. On the other hand, the age between 70 to 79 
years old demonstrated a prominent influence on the 
development of DED which served as an independent 
risk factor. 

The formation DED is thought to be 
multifactorial while the inflammatory reaction is the 
major mechanism according to the literatures 
conducted recently [17, 22, 23]. In the report published 
by the Dry Eye Workshop, the development of DED is 
due to the vicious cycle the damage the ocular surface 
[22]. As the tear fi lm became instable, the osmorlarity 
of the tear film would increase which can be 
exaggerated by the presence of meibomian gland 
dysfunction [22]. Then the inflammatory cytokine like 
the interleukin and tumor necrosis factors were 
released and cause damage to the goblet cell as well as 
corneal epithelium, resulting in unstable tear film [22]. 
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matched,  untreated  controls  in  their  study.  We observed

a signiþcant decrease in  TBUT similar  to  previous studies.

While  our  results  differ  from  them  as our  SCH I  test  results

were  found  to  be signiþcantly lower  in  the  group that  was

taking  anti-androgen  drugs.  This result  might  be related  to

the  effects  of  anti-androgen  treatment  on to  lacrimal  gland

or  development  of  the  aqueous tear  deþciency secondarily

to  MGD and mixed  mechanisms might  play  a role  [37] .

Androgen deþciency is associated with  corneal  and con-

junctival  damage. Li  et  al.  have investigated  the  effects

of  androgen on the  ultrastructure  of  corneal  epithelium

and the  function  of  the  tear  þlm in  a mouse model.  After

orchiectomy,  serum concentration  of  androgen decreased

to  approximately  0 ng/mL  and signiþcantly less tear  pro-

duction,  shorter  TBUT,  higher  corneal  ÿuorescein staining

score,  shorter  and ÿattened corneal  epithelial  microvilli,

and looser intercellular  desmosomes were  observed in  mice

for  at  least  8 weeks [35] .  Patients  on anti-androgen  ther-

apy are  demonstrated  to  have a signiþcant increase in

the  degree of  corneal  ÿuorescein and rose bengal stain-

ing  and inferior  bulbar  conjunctival  rose bengal staining

as well  as a decrease in  their  TBUT levels  [10] .  We docu-

mented  the  staining  pattern  of  the  conjunctiva  and cornea

with  the  Oxford  scale using ÿuorescein and lissamine green.

We detected  a signiþcant increase in  the  corneal  and con-

junctival  staining  grades of  the  patients  who  were  taking

anti-androgen  drugs in  comparison to  the  other  groups.

When we  compared  the  patients  according  to  the  number

of  drugs they  use, we  observed that  corneal  staining  grades

were  higher  in  the  group of  patients  using two  drugs combi-

nation  presumably  providing  full  androgen blockage,  but  no

difference  was observed for  the  other  parameters  between

patients  using 1 or  2 drugs.  Similarly,  the  longer  duration  of

anti-androgen  drug  usage was not  correlated  with  corneal

and conjunctival  staining  scores or  any other  dry  eye test

parameters  that  were  studied.

Impression cytology  is a valuable  tool  for  qualitative  and

quantitative  evaluation  of  the  degree of  squamous meta-

plasia and goblet  cell  numbers in  ocular  surface  diseases

such as DED [19,38,39] .  A low  level  of  testosterone  is

reported  to  contribute  to  the  atrophy  and applanation  of

lacrimal  glandular  epithelium,  the  disappearance of  vesic-

ular  mucous in  acinar  cells,  and the  signiþcant decrease of

the  number  of  conjunctival  goblet  cells  in  castrated  rab-

bits  [30] .  We performed  conjunctival  impression cytology  to

investigate  the  effects  of  androgens on the  ocular  surface.

However,  after  looking  up the  impression cytology  results,

we  observed no signiþcant difference  among the  groups

(P > 0.05).  Despite this  fact,  we  observed that  some patients

receiving  anti-androgen  treatment  had grade 2 and 3 meta-

plasia indicating  that  this  type  of  treatment  may cause an

increase in  metaplasia.  Rather than  comparing  the  impres-

sion cytology  results  among the  groups, it  might  be better

to  compare  the  impression cytology  of  each patient  before

and after  their  treatment.

OSDI is a widely  used questionnaire  that  investigates  both

the  frequency  of  DED symptoms and the  effects  of  these

symptoms on functions  related  to  sight  [40] .  Krenzer et  al.

reported  that  patients  taking  antiandrogen  treatment  had

a signiþcant increase in  the  frequency  of  light  sensitivity ,

painful  eyes, and blurred  vision,  compared  with  controls

[10] .  Also in  our  study,  OSDI scores were  found  to  be higher

in  the  group taking  anti-androgen  drugs,  which  is compati-

ble  with  the  other  DED test  results  obtained.  We observed an

increase in  the  patient  complaints  related  to  itching,  pain,

and light  sensitivity;  Cermak et  al.  [25]  revealed  that  DED

symptoms increased over  twofold  in  the  patients  with  com-

plete  androgen insensitivity  syndrome as compared  to  the

control  group evaluated  with  Dry Eye Severity  Questionnaire

(DESQ) and OSDI; there  was a signiþcant increase in  sensa-

tions  of  dryness, pain,  and light  sensitivity ,  that  is similar  to

our  þndings.

The role  of  androgens on dry  eye pathogenesis is of

great  interest  as the  þeld looks towards  effective  therapy

of  the  DED. Exogenous Dihydrotestosterone  (DHT) supple-

ments  improved  corneal  epithelial  ultrastructure  and tear

þlm function  in  an animal  model  [35] .  Treatment  of  MGD

patients  with  0.03% testosterone  for  6 months improved  the

quality  of  meibomian  gland secretions  and reduced  ocular

discomfort  in  a multi-center ,  randomized  clinical  trial  [41] .

Transdermal  androgen eyelid  preparation  was also found  to

be effective  in  relieving  symptoms and signs of  DED as well

as improving  quality  of  life  in  aging patients  [42] .

Radical prostatectomy  is associated with  both  an increase

and decrease in  testosterone  levels  in  the  literature  [16,17] ,

while  recent  studies have documented  signiþcant postoper-

ative  testosterone  reductions  after  radical  prostatectomy

[15] .  Comparing the  patients  that  had received  surgery for

prostate  cancer  with  healthy  controls,  we  observed that

OSDI questionnaire  results  were  signiþcantly higher,  SCH I

test  was lower  and mild  level  nasal staining  rate  was found

to  be higher  (P < 0,05);  while  there  was no signiþcant dif-

ference  in  the  TBUT measurement.  With  regards to  these

results,  these differences  can be in  direct  connection  with

prostate  cancer  itself;  however,  the  more  precise  result  is

that  DED signs and symptoms are  more  often  encountered  in

the  patients  that  take  anti-androgen  treatment  concerning

the  other  two  groups.

Our study  has several limitations:  we  were  unable  to  eval-

uate  and compare  the  dry  eye tests  and cytology  samples

before  and after  the  beginning of  anti-androgen  drug usage

or  prostate  surgery and we  could  not  measure the  serum

testosterone  levels.  Another  limitation  was the  limited  num-

ber  of  patients.

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 shown that  androgen deþciency is associated with  both

aqueous-deþcient and evaporative  DED. Prospective  con-

trolled  studies are  warranted  to  evaluate  the  long-term

effects  of  anti-androgen  drugs on the  ocular  surface.
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Abstract

Objectives: Patients receiving cisplatin are at high risk of thromboembolic events (TEEs). The objective of this study was to assess the

effect of cisplatin-based neoadjuvant chemotherapy (NCT) on the incidence of perioperative TEEs in patients undergoing radical

cystectomy.

Methods and materials: We analyzed a consecutive sample of 202 patients with urothelial carcinoma treated with radical cystectomy

between 2005 and 2013. Data were collected retrospectively by reviewing medical records. Median follow-up was 16.9 months. Events of

interest were defined as venous or arterial TEEs occurring from the date of diagnosis to 30 days after surgery. TEE incidence among patients

treated with NCT and cystectomy was compared with that among patients treated with cystectomy alone using Fisher exact test and Cox

proportional hazards regression. Proportional hazards regression was also used to assess whether TEE is a predictor of cancer progression

and survival.

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 ¼ 3.39, 95% CI: 1.39–8.24). After adjustment for observation time, there remained an association

between treatment with NCT and risk of TEE (hazard ratio ¼ 2.40; 95% CI: 0.92–6.27; P ¼ 0.07). Overall, 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 progression and cancer-speci fic mortality

(adjusted hazard ratio ¼ 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.

Conclusions: TEE occurs commonly in patients with urothelial carcinoma undergoing NCT. Preoperative TEE is an independent

predictor of progression and cancer-speci fic mortality. r 2014 Elsevier Inc. All rights reserved.

Keywords: Thromboembolism; Urothelial carcinoma; Neoadjuvant chemotherapy

1. Introduction

Venous and arterial thromboembolic eventsare significant

causes of morbidity and mortality in patients with cancer

[1,2]. Although malignancy itself induces a hypercoagulable
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1) SÍNTOMAS
▪ Pérdida de agudeza visual unilateral brusca severa 

(percepción luz)

▪ DPAR

TOXICIDAD OCULAR 

CARCINOMA UROTELIAL

PLATINOS

2) MANEJO
▪ Remitir al oftalmólogo de forma urgente 

para diagnóstico

▪ Si concomitante a tratamiento, retirar 
platino/s. 

OCLUSIÓN ARTERIA CENTRAL RETINA
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Ocular toxicity following carboplat in
chemotherapy for neuroendocr ine
tumour of the bladder

Jia Ng1, Muhayman Sadiq2 and Qasim Mansoor 3

Abstract

Int roduct ion: Carboplatin isacommonly used platinum analogue chemotherapeutic agent that issimilar to cisplatin but

is known to be better tolerated. This case report outlines a case of ocular toxicity following carboplatin chemotherapy

used for the management of a neuroendocrine tumour of the bladder.

Case repor t : A 70-year-old man with a history of neuroendocrine bladder cancer underwent chemotherapy with car-

boplatin and etoposide. He presented 4 weeks followinghis fourth chemotherapy cycle with a1-week history of right eye

blurriness. The patient had suffered a similar episode 2 weeks following his third chemotherapy cycle in his left eye.

Carboplatin-induced ocular toxicity was suspected and his vision remained stable following cessation of carboplatin

chemotherapy.

Discussion: Current literature on carboplatin-induced ocular toxicity remains scanty, however, previous cases have

reported symptoms beginning 5 days to 2 weeks following carboplatin use. Visual disturbance in the form of altered col-

our vision, blind spot, blurred vision and metamorphopsia have been reported by previous literature. This case report

emphasised a case of bilateral sequential blurring of vision following carboplatin chemotherapy.

Conclusion: It remains critical for ophthalmologists and oncologists to look out for ocular side effects of chemotherapy

due to its devastating effects.

Keywords

Carboplatin, ocular toxicity, chemotherapy, ophthalmology, bladder cancer
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Manuscr ipt

A 70-year-old gentleman was referred to our ophthalmol-

ogy unit with a 1-week history of blurred vision in the

right eye (OD). He had a past medical history of invasive

high-grade neuroendocrine bladder cancer, for which he

underwent chemotherapy with carboplatin and etoposide.

Upon presentation, it was 4 weeks following his fourth

cycle of chemotherapy. On further history, he revealed

that a similar episode occurred in his left eye (OS)

2 weeks following his third cycle of chemotherapy.

The best corrected visual acuity was 6/24 OD and count

fingers OS with relative afferent pupillary defect OS.

Colour vision on Ishihara plates was 13/13 OD and 0/13

OS. Fundal examination showed segmental disc swelling

superiorly associated with disc haemorrhage OD

(Figure 1(a)) and atrophic optic disc associated with scler-

osed branch retinal artery OS (Figure 1(b)). Optical coher-

ence tomography OD showed subretinal fluid and

intraretinal fluid (Figure 1(c)) which resolved spontan-

eously 1 month later (Figure1(d)). Fundus fluorescein angi-

ography showed bilateral late disc hyperfluorescence

(Figure 2(a) and (b)). Other cranial nerves examination

was unremarkable.

Hisblood pressurewas133/72 and HbA1c was40mmol/

mol. Laboratory test showed borderline cholesterol. His

erythrocyte sedimentation rate and C-reactive protein

were mildly elevated, a temporal artery biopsy was done

and came back negative. CT brain showed no evidence of

metastasesand thepatient wasreferred to astrokephysician

where hewas started on aprophylactic 75mg Aspirin dose.

As he completed his fourth cycle of chemotherapy, he did

not require any further cycles. His visual acuity 2 months
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NEURITIS ÓPTICA

1) SÍNTOMAS
▪ Pérdida de agudeza visual uni o bilateral
▪ Dolor retro ocular (mayor con movimientos oculares)
▪ Alteración visión colores
▪ Puede ser progresiva
▪ Suele acompañar o seguir a una neuropatía periférica
▪ Durante o tras tratamiento con platinos

2) MANEJO
▪ Remitir al oftalmólogo de forma urgente para diagnóstico
▪ Si concomitante a tratamiento, retirar platino/s. 
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COROIDOPATÍA SEROSA CENTRAL

1) SÍNTOMAS
▪ Pérdida de agudeza visual uni o bilateral

▪ Puede ser progresiva

▪ Durante o tras tratamiento con platinos

2) MANEJO
▪ Remitir al oftalmólogo de forma urgente para diagnóstico

▪ Si concomitante a tratamiento, retirar platino/s. 

Case report

EJO European 
Journal of 
Ophthalmology

Bilateral subfoveal serous detachment
following Cisplat in chemotherapy

Boon Lin Teh , Rhona Duggan and Thor finn Leslie

Abst ract

A 74-year-old gentleman with a background of metastatic pancreatic neuroendocrine tumour on combination chemo-

therapy of Cisplatin and Etoposide presented with a3-week history of bilateral visual loss. Snellen visual acuity was right

6/9 and left 6/60. Fundus examination revealed clear media with isolated macular oedema in both eyes. Optical coher-

ence tomography of the maculae showed localised bilateral subfoveal serous detachments. Cisplatin was thought to be

the causative agent and was withheld following discussion with the treating Oncology team. Eight weeks after with-

holding Cisplatin, his vision improved with complete resolution of the subretinal fluid. To the authors’ knowledge, this is

the first report to have illustrated bilateral subfoveal serous detachment caused by Cisplatin which resolved completely

with cessation of offending drug.

Keywords

Cisplatin, subfoveal serous detachment, chemotherapy, ocular toxicity

Date received: 9 January 2020; accepted: 2 April 2020

Int roduct ion

Cisplatin is a platinum-based chemotherapy commonly

used in combination with Etoposide for metastatic neu-

roendocrine carcinoma.1 Cisplatin acts by interfering

with DNA repair mechanisms causing DNA damage

and inducing apoptosis.2

Various ocular toxicities have been reported with

Cisplatin use including optic nerve damage,3 optic

disc oedema,4 retinal cone dysfunction,5 splitting of

retinal outer plexiform layer,6 retinopathy,7 retinal

ischaemia with neovascularisation8 and serous retinal

detachment.9

We present a patient who developed bilateral sub-

foveal serous detachment while receiving chemothera-

py combination of Cisplatin and Etoposide for

metastatic pancreatic neuroendocrine tumour.

Case descr ipt ion

A 74-year-old gentleman presented to Eye Casualty

with a 3-week history of bilateral visual deterioration,

left worse than right. There was no pain, redness, pho-

tophobia, paracentral scotomas, photopsia, dyschro-

matopsia or night-blindness. He had a previous left

vitrectomy for macula-on retinal detachment

5 months before. Post-vitrectomy Snellen visual

acuity (VA) was right 6/6 and left 6/9.

He also had a recent diagnosis of pancreatic neuro-

endocrine tumour with liver and lung metastases

5 months prior to the presentation. On presentation

to Eye Casualty he had just completed his fifth (out

of 6) cycle of palliative chemotherapy with Cisplatin

and Etoposide combination started by the Oncology

team 4 months previously. He also received a monthly

Lanreotide subcutaneous injection as part of the treat-

ment regime.

Hehad no other medical condition – in particular no

hypertension, hyperlipidaemia or diabetes mellitus. His

other medications include senna, ondansetron, laxido

and domperidone.

On examination his VA were right 6/9 and left 6/60

(6/12 pinhole). Slit lamp examination revealed bilateral

quiescent anterior segments with significant left
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RETIRADA 

GEMCITABINA



CONCLUSIONES

1. EAs oculares en general leves, no requieren retirada de tratamiento

2. Si afectación visual (neuropatía óptica, uveítis CSC) → retirada + OFT preferente

3. Fundamental colaboración cercana-estrecha con OFT
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