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SAZETAK

Uvod: MEK/BRAF inhibitori, ukljucujuci cobimetinib i vemurafenib, efikasni su u
lecenju BRAF pozitivnog metastatskog melanoma koze. lako delotvorni, mogu
izazvati ozbiljne okularne nezeljene efekte. Ove komplikacije mogu znacajno uti-
cati na kvalitet Zivota pacijenata i nastavak primene terapije. U radu je prikazan
slucaj 57-godiSnje pacijentkinje koja je razvila okularne neZeljene efekte osam
meseci nakon pocetka primene terapije MEK/BRAF inhibitorima, Sto naglasava
potrebu za ranom identifikacijom i lecenjem okularnih neZeljenih efekata.

Prikaz slucaja: Pacijentkinja starosti 57 godina, primala je MEK/BRAF inhibito-
re (cobimetinib i vemurafenib) tokom osam meseci nakon operacije melanoma
koZe. Tokom lecenja, razvila je neZeljene efekte u vidu prednjeg uveitisa, vitriti-
sa i akumulacije subretinalnog fluida u predelu makularne regije oba oka, Sto je
dovelo do bilateralnog smanjenja ostrine vida. Nakon prekida primene terapije
u trajanju od tri nedelje, dolazi do znacajnog poboljsanja stanja sa povratkom
ostrine vida na 20/20. Dodatnim ispitivanjem pokazano je povlacenje upalnog
procesa i resorpcija subretinalne tecnosti, $to ukazuje da su nezeljeni efekti bili
povezani sa primenom terapije, a ne sa metastatskom bolescu.

Zakljucak: Ovaj slucaj naglasava vaznost prepoznavanja i lecenja nezeljenih
efekata povezanih sa MEK/BRAF inhibitorima. lako retke, ove komplikacije mogu
ozbiljno uticati na kvalitet Zivota pacijenata i nastavak primene terapije. Multi-
disciplinarni pristup, koji ukljucuje onkologe i oftalmologe, kljucan je za pracenje
i reSavanje ovih problema. Potrebna su dodatna istraZivanja kako bi se bolje ra-
zumeli mehanizmi ovih neZeljenih efekata i unapredile strategije upravljanja za
pacijente koji primaju ciljanu terapiju metastatskog melanoma koze.
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ABSTRACT

Introduction: MEK/BRAF inhibitors, including cobimetinib and vemurafenib,
are effective in managing BRAF-mutant melanoma. Despite their efficacy, these
therapies may cause adverse effects, including ocular toxicities. Although un-
common, these complications can significantly impact a patient’s quality of life
and adherence to treatment. This case report highlights a 57-year-old female
who developed ocular side effects during MEK/BRAF inhibitor therapy, under-
scoring the need for early recognition and management.

Case report: A 57-year-old female received MEK/BRAF inhibitors (cobimetinib
and vemurafenib) for eight months after surgery for skin melanoma. During
treatment, she developed significant ocular adverse effects, including bilateral
pigmented keratic precipitates, anterior chamber inflammation, and vitritis,
resulting in reduced visual acuity. Ophthalmologic examination revealed signs
of inflammation, prompting a three-week suspension of the therapy. After dis-
continuing the treatment, the patient experienced marked improvement, with
her visual acuity returning to 20/20. Subsequent examinations confirmed the
resolution of ocular symptoms, indicating that the adverse events were linked to
the therapy rather than metastatic disease.

Conclusion: This case highlights the importance of identifying and managing
ocular toxicities associated with MEK/BRAF inhibitors. Although rare, these
complications can severely affect quality of life and treatment continuation. A
multidisciplinary approach, involving both oncologists and ophthalmologists, is
essential for monitoring and addressing these issues. Further research is needed
to better understand the mechanisms behind these adverse effects and to im-
prove management strategies for patients on targeted melanoma therapy.
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uvoD

Melanom, maligni tumor melanocita, predstavlja zna-
¢ajan izazov za leCenje zbog svoje agresivne prirode
i sklonosti ka metastaziranju. Pojava ciljanih terapija,
posebno BRAF i MEK inhibitora, revolucionarizovala
je lecenje BRAF-mutiranog melanoma, dovodedi do
znacajnih poboljSanja u stopama prezivljavanja i kon-
troli bolesti. BRAF (B-Raf proto-onkogen) igra klju¢nu
ulogu u MAPK (mitogen-aktiviranoj proteinskoj kinazi)
signalnoj putanji, koja je integralna za regulaciju rasta
i deobe ¢elija. Mutacije u BRAF genu, posebno V600E
mutacija, prisutne su u otprilike 40-60% slucajeva me-
lanoma [1,2]. BRAF inhibitori, kao $to su vemurafenib i
dabrafenib, ciljaju specifi¢no ovaj mutirani protein, sto
dovodi do smanjenja proliferacije tumorskih ¢elija i po-
vecanja apoptoze. Selektivnim vezivanjem za mutirani
BRAF protein, ovi inhibitori sprecavaju njegovu kina-
znu aktivnost, blokirajudi tako fosforilaciju i aktivaciju
nizvodnih efektora u MAPK putaniji [3].

MEK (mitogen-aktivirana proteinska kinaza kinaza),
koja se nalazi nizvodno od BRAF, predstavlja jo$ jednog
klju¢nog igraca u MAPK putanji. MEK inhibitori, uklju-
¢ujudi trametinib i cobimetinib, dodatno ometaju si-
gnalni kaskad koji pospesuje prezivljavanje i rast celija
raka [4]. Kada se kombinuju sa BRAF inhibitorima, MEK
inhibitori povecavaju terapijsku efikasnost i smanjuju
otpornost koja se cesto javlja kod BRAF monoterapi-
je. Ova dupla blokada poboljsala je stope odgovora i
prezivljavanje bez progresije bolesti kod pacijenata sa
BRAF-mutiranim melanomom [5].

Uprkos svojoj efikasnosti, ove terapije su povezane
sa razli¢itim nezeljenim efektima. Uobicajeni nezeljeni
efekti ukljucuju toksi¢nost koze, kao sto su osip i foto-
senzitivnost, gastrointestinalne simptome poput dija-
reje i mucnine, kao i metabolicke promene, ukljucujudi
povecane nivoe jetrenih enzima [6]. Medu ovim neze-
lienim efektima, okularne komplikacije, iako relativno
retke, privukle su paznju zbog moguceg znacajnog uti-
caja na kvalitet zivota pacijenata. Okularne komplikaci-
je povezane sa MEK/BRAF inhibitorima mogu ukljuci-
vati uveitis, karakterisan upalom uvealnog trakta, sto
dovodi do simptoma kao $to su zamucen vid, bol u oku
i crvenilo [7]. Pacijenti takode mogu dozZiveti sindrom
suvog oka, karakterisan smanjenom produkcijom suza
ili promenjenim sastavom suza, $to izaziva nelagod-
nost i smetnje u vidu. Pored toga, retinalna toksi¢nost
predstavlja rizik, potencijalno uti¢u¢i na funkciju ili
strukturu retine i dovodeci do promena u vidu.

Prepoznavanje i upravljanje ovim okularnim neze-
ljenim efektima klju¢no je za optimizaciju ishoda lece-
nja i odrzavanje pridrzavanja terapije. Uvodenje MEK i
BRAF inhibitora zaista je transformisalo pristup le¢enju
melanoma, pruzajudi znacajne koristi pacijentima sa

INTRODUCTION

Melanoma, a malignant tumor of melanocytes, pres-
ents significant treatment challenges due to its ag-
gressive nature and tendency to metastasize. The
advent of targeted therapies, particularly BRAF and
MEK inhibitors, has revolutionized the management of
BRAF-mutant melanoma, leading to marked improve-
ments in survival rates and disease control. BRAF (B-Raf
proto-oncogene) plays a crucial role in the MAPK (mi-
togen-activated protein kinase) signaling pathway,
which is integral to regulating cell growth and division.
Mutations in the BRAF gene, notably the V600E muta-
tion, occur in approximately 40-60% of melanoma cas-
es [1,2]. BRAF inhibitors, such as vemurafenib and dab-
rafenib, specifically target this mutated protein, result-
ing in decreased tumor cell proliferation and increased
apoptosis. By selectively binding to the mutated BRAF
protein, these inhibitors inhibit its kinase activity,
thereby blocking the phosphorylation and activation
of downstream effectors in the MAPK pathway [3].

MEK (mitogen-activated protein kinase kinase), lo-
cated downstream of BRAF, is another key player in the
MAPK pathway. MEK inhibitors, including trametinib
and cobimetinib, further disrupt the signaling cas-
cade that promotes cancer cell survival and growth [4].
When combined with BRAF inhibitors, MEK inhibitors
enhance therapeutic efficacy and mitigate resistance
often seen with BRAF monotherapy. This dual block-
ade has improved response rates and progression-free
survival in patients with BRAF-mutant melanoma [5].

Despite their effectiveness, these therapies are as-
sociated with various side effects. Common adverse
effects include skin toxicities, such as rash and pho-
tosensitivity, gastrointestinal symptoms like diarrhea
and nausea, and metabolic changes, including elevat-
ed liver enzymes [6]. Among these side effects, ocular
complications, though relatively rare, have garnered
attention due to their potential to significantly impact
patients’ quality of life. Ocular complications associat-
ed with MEK/BRAF inhibitors can include uveitis, char-
acterized by inflammation of the uveal tract, leading
to symptoms such as blurred vision, eye pain, and
redness [7]. Patients may also experience dry eye syn-
drome, characterized by reduced tear production or
altered tear composition, resulting in discomfort and
visual disturbances. Additionally, retinal toxicity poses
arisk, potentially affecting retinal function or structure
and leading to vision changes.

Recognizing and managing these ocular ad-
verse effects is crucial for optimizing treatment out-
comes and maintaining adherence to therapy. The
introduction of MEK and BRAF inhibitors has indeed
transformed the treatment landscape for melanoma,
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BRAF mutacijama. Medutim, kontinuirana svest o po-
tencijalnim nezeljenim efektima, posebno okularnim
komplikacijama, sustinska je za sveobuhvatnu negu
pacijenata. Dalja istrazivanja i prikazi slu¢ajeva dodat-
no Ce razjasniti ove efekte i unaprediti strategije uprav-
lianja, $to ¢e naposletku poboljsati celokupno iskustvo
leCenja za pacijente sa melanomom.

Ovaj prikaz slucaja ima za cilj da istakne pojavu re-
verzibilnih okularnih nezeljenih efekata kod pacijenta
na terapiji MEK/BRAF inhibitorima zbog BRAF-mutira-
nog melanoma. Dokumentovanjem klinicke slike paci-
jenta i njegovog odgovora na terapiju, zelimo da podi-
gnemo svest medu zdravstvenim radnicima o poten-
cijalnim okularnim toksi¢nostima povezanim sa ovim
ciljanim terapijama. Pored toga, ovaj prikaz naglasava
vaznost multidisciplinarnog pracenja i upravljanja
kako bi se optimizovali ishodi leCenja i odrzao kvalitet
zivota tokom terapije.

PRIKAZ SLUCAJA

Ovaj prikaz slucaja opisuje klini¢ko iskustvo 57-godis-
nje pacijentkinje koja je primala terapiju MEK/BRAF
inhibitorima, cobimetinibom i vemurafenibom, osam
meseci nakon operacije melanoma koze. Uvodenje ci-
ljane terapije bilo je deo plana le¢enja zbog prisustva
BRAF mutacija, koje su Cesto povezane s agresivnim
ponasanjem melanoma.

Pacijentkinja se prvobitno javila sa smanjenjem
vidne ostrine, sa vrednostima od 20/40 na desnom oku
i 20/30 nalevom oku. Klini¢ki pregled otkrio je znacajne
nalaze, uklju€ujuci bilateralne pigmentovane keraticke
precipitate (KP) na endotelu roznjace, $to je izazvalo
zabrinutost zbog moguce upale ili toksi¢nosti usled te-
rapije melanoma. Pored toga, pregled je pokazao pri-
sustvo ¢elija u prednjoj o¢noj komori (2+), Sto ukazuje
na upalne promene u oku. Zabelezena je i zadnja sine-
hija, koja se karakteriSe pripojem duzice za socivo (Slika
1). Prisustvo vitritisa (3+) ukazivalo je na znacajnu upa-
lu unutar staklastog tela, dok je subretinalna te¢nost
u makuli izazvala zabrinutost zbog ozbiljnih okularnih
komplikacija ili potencijalne metastaze. Dalje dijagno-
sticko snimanje i testiranje, ukljucujudi opticku kohe-
rentnu tomografiju (OCT) i ultrazvuk B-sken, iskljucili
su metastaze, ukazujudi na to da je subretinalna tec¢-
nost verovatno rezultat inflamacije izazvane terapijom,
a ne novi tumor.

Na osnovu ovih nalaza, doneta je odluka da se pri-
vremeno obustavi primena cobimetiniba i vemurafeni-
ba na tri nedelje. Ova pauza u terapiji bila je klju¢na
kako bi se procenilo da li su okularni simptomi poveza-
ni s terapijom. Nakon tronedeljne pauze, pacijentkinja
je iskusila znacajno poboljsanje simptoma. Prilikom
ponovnog pregleda, vidna ostrina se vratila na 20/20

providing substantial benefits for patients with BRAF
mutations. However, ongoing awareness of potential
adverse effects, particularly ocular complications, is
essential for comprehensive patient care. Continued
research and case studies will further elucidate these
effects and enhance management strategies, ultimate-
ly improving the overall treatment experience for mel-
anoma patients.

This case report aims to highlight the occurrence of
reversible ocular adverse effects in a patient undergo-
ing treatment with MEK/BRAF inhibitors for BRAF-mu-
tant melanoma. By documenting the patient’s clinical
presentation and response to therapy, we seek to raise
awareness among healthcare providers about the po-
tential ocular toxicities associated with these targeted
treatments. Additionally, this report emphasizes the
importance of multidisciplinary monitoring and man-
agement to optimize patient outcomes and maintain
quality of life during therapy.

CASE REPORT

This case report documents the clinical experience of a
57-year-old female patient undergoing treatment with
the MEK/BRAF inhibitors cobimetinib and vemurafenib
for eight months following surgery for skin melanoma.
The initiation of targeted therapy was part of her man-
agement plan due to the presence of BRAF mutations,
which are commonly associated with aggressive mela-
noma behavior.

The patient initially presented with complaints of
reduced visual acuity, with measurements of 20/40
in her right eye and 20/30 in her left eye. Clinical as-
sessment revealed notable findings, including bilater-
al pigmented keratic precipitates (KPs) on the corneal
endothelium, raising concerns about potential inflam-
mation or toxicity resulting from the ongoing melano-
ma treatment. Additionally, the examination indicated
(2+) anterior chamber cells, suggesting inflammatory
changes in the eye. Posterior synechia, characterized
by the adhesion of the iris to the lens, was also noted
(Figure 1). The presence of (3+) vitritis pointed to sig-
nificant inflammation within the vitreous cavity, while
subretinal fluid in the macula raised concerns about se-
rious ocular complications or potential metastasis. Fur-
ther diagnostic imaging and testing, including optical
coherence tomography (OCT) and ultrasound B-scan,
ruled out metastasis, indicating that the subretinal flu-
id was likely a result of treatment-related inflammation
rather than a new tumor.

Given these findings, a decision was made to tem-
porarily suspend the administration of cobimetinib and
vemurafenib for three weeks. This pause in therapy was
critical to assess whether the ocular symptoms were
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na oba oka, $to ukazuje na izuzetan oporavak. Pra¢enje
je pokazalo znatno smanjenje bilateralnih pigmento-
vanih kerati¢kih precipitata i povlacenje inflamacije u
prednjoj o¢noj komori, uz smanjenje ili odsustvo ce-
lija u prednjoj komori. Poboljsanje vitritisa i odsustvo
subretinalne te¢nosti dodatno su sugerisali da se upala
povukla.

Tokom narednih kontrolnih pregleda u periodu od
Sest meseci nakon ponovnog uvodenja terapije u sma-
njenoj dozi, pacijentkinja je ostala dobrog zdravstve-
nog stanja, bez znakova progresije bolesti, a okularni
simptomi su se nastavili povladiti bez ponovnog po-
javljivanja. Ovaj slu¢aj naglasava vaznost ranog prepo-
znavanja okularnih nezeljenih efekata i reverzibilnost
simptoma uz pravovremeno upravljanje, kao sto je
priviemena obustava ciljane terapije. Blisko multidisci-
plinarno pracenje, ukljucuju¢i oftalmoloske preglede,
klju¢no je za optimizaciju ishoda le¢enja pacijenta, dok
se osigurava da terapija melanoma ostane efikasna i
podnosljiva.

DISKUSIJA

Slucaj 57-godiSnje pacijentkinje isti¢e znacajne oku-
larne nezeljene efekte povezane s MEK/BRAF inhibi-
torima, posebno cobimetinibom i vemurafenibom, u
leCenju melanoma. Kako se primena ciljane terapije
povecava, tako raste i prepoznavanje potencijalnih
okularnih toksi¢nosti, koje mogu znacajno uticati na
kvalitet Zivota pacijenata i njihovu pridrzanost terapiji.

Nekoliko studija dokumentovalo je okularne kom-
plikacije povezane s ciljanom terapijom kod pacijena-
ta s melanomom. Na primer, pregled Martens et al. ( iz
2023.) istakao je da su okularni nezeljeni efekti poput
uveitisa, sindroma suvog oka i retinalne toksi¢nosti za-
belezeni kod pacijenata lecenih BRAF i MEK inhibito-
rima [8]. Ovi nalazi potvrdeni su izvestajima o sli¢nim
komplikacijama, ukljucujudi bilateralne keraticke pre-
cipitate i upalne promene u prednjoj komori oka [7].
Mehanizam koji stoji iza ovih okularnih efekata moze
ukljucivati imunomodauliraju¢a svojstva ovih agenasa,
koji mogu izazvati upalne reakcije kod pacijenata koji
su podlozni ovim komplikacijama.

U literaturi postoji vise dokumentovanih slucajeva
pacijenata koji su iskusili znacajne okularne nezeljene
efekte tokom terapije MEK/BRAF inhibitorima. Na pri-
mer, u slu¢aju koji su 2017. izvestili Sarny et al. opisano
je da je pacijent razvio uveitis i keratitis tokom terapije
dabrafenibom i trametinibom, $to je zahtevalo privre-
menu obustavu terapije [9]. Ovaj pristup podudara se s
nasim nacinom upravljanja u ovom sluc¢aju, naglasava-
juci vaznost pazljivog pracenja i pravovremene inter-
vencije u upravljanju okularnim toksi¢nostima kod ove
populacije pacijenata [9].

Slika 1. Fotografije prednjeg segmenta desnog i levog oka pri prvom pregledu.

Picture 1. Anterior segment photographs of the rightand left eyes at presentation.

related to the treatment. Following the three-week
suspension, the patient experienced a significant im-
provement in her symptoms. Upon reevaluation, visual
acuity had returned to 20/20 in both eyes, indicating a
remarkable recovery. Follow-up assessments showed a
marked reduction in bilateral pigmented keratic precip-
itates and resolution of anterior chamber inflammation,
with decreased or absent anterior chamber cells. Im-
provement in vitritis and the absence of subretinal fluid
further suggested that the inflammation had subsided.

During subsequent follow-up appointments over
a six-month period after therapy was reintroduced
at a reduced dosage, the patient remained in good
health with no indication of disease progression, and
the ocular symptoms continued to resolve without re-
currence. This case highlights the importance of early
recognition of ocular adverse effects and the revers-
ibility of symptoms with timely management, such as
temporary discontinuation of targeted therapy. Close
multidisciplinary monitoring, including ophthalmo-
logic evaluations, is essential for optimizing patient
outcomes while ensuring that treatment for melano-
ma remains effective and tolerable.

558

Decembar 2024. | Volumen 5/ Broj 4 | SRPski MEDICINSKI CASOPIS LEKARSKE KOMORE



REVERZIBILNI OCNI NEZELJENI EFEKTI U TRETMANU MELANOMA MEK/BRAF INHIBITORIMA

Vasovi¢ D. etal.

REVERSIBLE OCULAR ADVERSE EFFECTS IN MELANOMA TREATMENT WITH MEK/BRAF INHIBITORS

Reverzibilnost okularnih simptoma nakon preki-
da terapije, kako je primeceno kod nase pacijentkinje,
uskladena je s nalazima iz drugih studija. U seriji slu-
Cajeva koju su 2021. opisali Nguyen et al., pacijenti su
prijavili povlagenje vizuelnih poremecaja i upalnih zna-
kova nakon prekida terapije BRAF/MEK inhibitorima,
sto naglasava potrebu za ranom identifikacijom i od-
govaraju¢im upravljanjem ovih nezeljenih efekata [10].

U upravljanju okularnim nezeljenim efektima po-
vezanim s cobimetinibom i vemurafenibom, privreme-
ni prekid terapije predstavlja uobic¢ajeno preporucen
pristup. Trajanje ovih pauza u terapiji varira u zavisnosti
od ozbiljnosti simptoma i individualnog odgovora sva-
kog pacijenta. Na primer, jedan izvestaj opisao je slucaj
pacijenta koji je razvio uveitis nakon Sest nedelja tera-
pije cobimetinibom i vemurafenibom. Terapija je pre-
kinuta na tri nedelje, tokom kojih su se okularni simp-
tomi poboljsali, a nakon ponovnog uvodenja terapije
u smanjenoj dozi, nije primeceno ponovno javljanje
simptoma tokom Sestomesecnog pracenja. Ovaj slu-
Caj sugerise da tronedeljna suspenzija moze efikasno
resiti okularne nezeljene efekte bez kompromitovanja
dugorocne efikasnosti terapije [11].

Stavise, studija koja je pregledala okularne toksi¢-
nosti povezane s MEK inhibitorima, ukljucujuci cobi-
metinib, istakla je da, iako su mnogi okularni nezeljeni
efekti samolimitirajuci, neki mogu zahtevati privreme-
ni prekid terapije. Tacno trajanje ovih prekida cesto je
individualizovano na osnovu odgovora pacijenta i tezi-
ne simptoma, sto dodatno podrzava fleksibilan, paci-
jentom usmeren pristup.

UspeSan oporavak vidne oStrine pacijentkinje na
20/20, zajedno s povlacenjem okularnih simptoma,
naglasava potrebu za multidisciplinarnim pristupom u
upravljanju pacijentima s melanomom koji su na cilja-
noj terapiji. Onkolozi i oftalmolozi treba blisko da sa-
raduju kako bi pratili okularne komplikacije, posebno
kod pacijenata koji ispolje promene u vidu.

ZAKLJUCAK

U zaklju¢ku, iako su MEK/BRAF inhibitori znacajno
poboljsali ishode kod pacijenata sa BRAF-mutantnim
melanomom, svest o mogucim okularnim nezeljenim
efektima je od sustinskog znacaja. Nas slucaj doprino-
si rastucoj literaturi koja naglasava vaznost budnosti i
proaktivnog upravljanja okularnim komplikacijama u
okviru ove terapije. Potrebna su dalja istrazivanja kako
bi se bolje razumeli mehanizmi koji stoje iza ovih neze-
lienih efekata i razvile strategije za prevenciju i uprav-
ljanje.

Sukob interesa: Nije prijavljen.

DISCUSSION

The case of the 57-year-old female patient highlights
significant ocular adverse effects associated with MEK/
BRAF inhibitors, specifically cobimetinib and vemu-
rafenib, in the treatment of melanoma. As the use of
targeted therapies has increased, so has the recogni-
tion of their potential ocular toxicities, which can pro-
foundly affect patients’ quality of life and treatment
adherence.

Several studies have documented ocular compli-
cations related to targeted therapies in melanoma pa-
tients. For instance, a review by Martens et al. (2023)
noted that ocular adverse effects such as uveitis, dry
eye syndrome, and retinal toxicity have been observed
in patients treated with BRAF and MEK inhibitors [8].
These findings are corroborated by case reports indi-
cating similar complications, including bilateral keratic
precipitates and inflammatory changes in the anterior
chamber [7]. The mechanism underlying these ocular
effects may involve the immune-modulating proper-
ties of these agents, which can elicit inflammatory re-
sponses in susceptible patients.

In the literature, there are multiple documented
cases of patients experiencing significant ocular ad-
verse effects during treatment with MEK/BRAF inhibi-
tors. For example, a case reported by Sarny et al. (2017)
described a patient who developed uveitis and kerati-
tis while on dabrafenib and trametinib, requiring the
temporary suspension of therapy [9]. This approach
mirrors the management strategy used in our case, un-
derscoring the importance of careful monitoring and
timely intervention in managing ocular toxicities with-
in this patient population [9].

The reversibility of ocular symptoms upon discon-
tinuation of therapy, as observed in our patient, aligns
with findings from other studies. In a case series by
Nguyen et al. (2021), patients reported resolution of vi-
sual disturbances and inflammatory signs after halting
BRAF/MEK inhibitor treatment, highlighting the neces-
sity of early recognition and appropriate management
of these adverse effects [10].

In managing ocular side effects associated specif-
ically with cobimetinib and vemurafenib, temporary
discontinuation is a commonly recommended ap-
proach. The duration of these pauses in therapy varies
depending on the severity of symptoms and the indi-
vidual response of each patient. For instance, one case
report described a patient who developed uveitis after
six weeks of cobimetinib and vemurafenib treatment.
Therapy was paused for three weeks, during which the
patient’s ocular symptoms improved, and upon resum-
ing at a reduced dosage, no recurrence of symptoms
was observed over a six-month follow-up period. This
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case suggests that a three-week suspension can effec-
tively resolve ocular adverse effects without compro-
mising the long-term efficacy of the treatment [11].

Moreover, a study reviewing ocular toxicities as-
sociated with MEK inhibitors, including cobimetinib,
noted that while many ocular side effects are self-limit-
ing, some may require temporary discontinuation. The
exact duration of these therapy interruptions is often
individualized based on patient response and the se-
verity of symptoms, further supporting a flexible, pa-
tient-centered approach.

The successful recovery of our patient’s visual
acuity to 20/20, along with the resolution of ocular
symptoms, reinforces the necessity for a multidisci-
plinary approach in managing melanoma patients on
targeted therapies. Oncologists and ophthalmologists
should collaborate closely to monitor for ocular com-
plications, particularly in patients presenting with vi-
sual changes.

CONCLUSION

In conclusion, while MEK/BRAF inhibitors have signifi-
cantly improved outcomes for patients with BRAF-mu-
tant melanoma, awareness of potential ocular adverse
effects is essential. Our case adds to the growing body
of literature that underscores the importance of vigi-
lance and proactive management of ocular complica-
tions in this treatment landscape. Further research is
warranted to better understand the mechanisms be-
hind these adverse effects and to develop strategies
for prevention and management.
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