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7.
BÖLÜM

İLAÇLARA BAĞLI 
ÜVEITLER

Göz, kan-retina bariyeri sayesinde sistemik ilaçların potansiyel toksik etki-
lerinden korunmaktadır. Bu mekanizmaya rağmen, birçok ilaç olumsuz oküler 
etkilere neden olabilmektedir. Son dekatlarda güçlü yeni ilaç sınıflarının geliş-
tirilmesi, tıbbın çeşitli alanlarında terapötik seçeneklerde önemli ilerlemelere 
neden olmuştur. Bu ilaçların bazıları bağışıklık sistemini hedeflediğinden, bir-
çoğunun üveit ve retinopati gelişimine neden olabilmektedir.

İlaca bağlı üveit, üveitin nadir fakat önemli bir nedenidir. İlaca bağlı üveit 
prevalansı son derece düşüktür (%0.5) ve mevcut veriler sınırlıdır. Bu durum, 
vakaların eksik bildirilmesinden kaynaklanıyor olabilir. Sistemik, topikal veya 
intravitreal yolla uygulanan ve aşılar da dahil olmak üzere çeşitli ilaçlar, üveitin 
bir nedeni olarak gözlenmektedir. Klinik ön, orta, arka veya pan üveit şeklinde 
olabilir. Episklerit, sklerit ve orbitit de bildirilmiştir. Üveite neden olan ajanın 
ilaç olarak tanımlanması çok önemlidir, çünkü çoğu kez ilacın kesilmesi veya 
bununla birlikte kortikosteroidlerin kullanılması üveitin iyileşmesine neden 
olabilir.

İLAÇLARA BAĞLI ÜVEİT PATOGENEZİ

İlaca bağlı üveitin kesin etiyolojisi büyük ölçüde bilinmemektedir; bununla 
birlikte, doğrudan veya dolaylı çeşitli mekanizmalar önerilmiştir.

Direkt Mekanizma
Doğrudan mekanizma, ilacın göz içi dokuya doğrudan erişimi olduğu za-

mandır. Bu, topikal, intravitreal veya intrakameral uygulama şeklinde olabilir. 
İlaç metabolitinin veya kendisinin doğrudan toksik etkisine bağlı olabilir. Bu 
durum, kan retina bariyerinde bozulmaya yol açarak oküler inflamasyona ne-
den olur.



İlaçlara Bağlı Üveitler 135

KAYNAKLAR
1.	 Constable S, Pirmohamed M. Drugs and the retina. Expert Opin. Drug Saf. 2004; 3: 249–59.
2.	 Moorthy RS, Moorthy MS, Cunningham ET. Drug-induced uveitis. Curr Opin Ophthalmol 

2018; 29: 588–603.
3.	 Moorthy RS, Valluri S, Jampol LM. Drug-induced uveitis. Surv. Ophthalmol. 1998; 42: 557–

70.
4.	 Fraunfelder FW, Rosenbaum JT. Drug-induced uveitis. Incidence, prevention and treat-

ment. Drug Saf. 1997 Sep;17(3):197-207.
5.	 Agarwal M, Dutta Majumder P, Babu K, et al. Drug-induced uveitis: A review. Indian J. 

Ophthalmol. 2020; 68: 1799–807.
6.	 Jacobs DS, Piliero PJ, Kuperwaser MG, et al. Acute uveitis associated with rifabutin use 

in patients with human immunodeficiency virus infection. Am J Ophthalmol 1994; 118: 
716–22.

7.	 Salazar-Bookaman MM, Wainer I, Patil PN. Relevance of Drug-Melanin Interactions to 
Ocular Pharmacology and Toxicology. J Ocul Pharmacol 1994; 10: 217–39.

8.	 Martins JC, Wilensky JT, Asseff CF, Obstbaum SA, Buerk KM. Corticosteroid-induced uve-
itis. Am J Ophthalmol 1974; 77: 433–7.

9.	 Hargadon KM, Johnson CE, Williams CJ. Immune checkpoint blockade therapy for can-
cer: An overview of FDA-approved immune checkpoint inhibitors. Int. Immunopharmacol. 
2018; 62: 29–39.

10.	 Fonollosa A, Segura A, Giralt J, Garcia-Arumi J. Tuberculous uveitis after treatment with 
etanercept. Graefe’s Arch Clin Exp Ophthalmol 2007; 245: 1397–9.

11.	 Naranjo CA, Busto U, Sellers EM, et al. A method for estimating the probability of adverse 
drug reactions. Clin Pharmacol Ther 1981; 30: 239–45.

12.	 Choe CH, McArthur GA, Caro I, Kempen JH, Amaravadi RK. Ocular toxicity in BRAF mu-
tant cutaneous melanoma patients treated with vemurafenib. Am J Ophthalmol 2014; 158: 
831-837.e2.

13.	 Guedj M, Quéant A, Funck-Brentano E, et al. Uveitis in patients with late-stage cutaneous 
melanoma treated with vemurafenib. JAMA Ophthalmol 2014; 132: 1421–5.

14.	 Lheure C, Kramkimel N, Franck N, et al. Sarcoidosis in Patients Treated with Vemurafenib 
for Metastatic Melanoma: A Paradoxical Autoimmune Activation. Dermatology 2015; 231: 
378–84.

15.	 Joshi L, Karydis A, Gemenetzi M, Shao EH, Taylor SRJ. Uveitis as a Result of MAP Kinase 
Pathway Inhibition. Case Rep Ophthalmol 2013; 4: 279–82.

16.	 Abdalla Elsayed MEA, Kozak I. Pharmacologically induced uveitis. Surv Ophthalmol 2021; 
published online Jan 10. DOI:10.1016/j.survophthal.2021.01.003.

17.	 Lim J, Lomax AJ, McNeil C, Harrisberg B. Uveitis and Papillitis in the Setting of Dabrafenib 
and Trametinib Therapy for Metastatic Melanoma: A Case Report. Ocul Immunol Inflamm 
2016; 26: 1–4.

18.	 Fujimura T, Kambayashi Y, Tanita K, et al. HLA-DRB1*04:05 in two cases of Vogt-Koya-
nagi-Harada disease-like uveitis developing from an advanced melanoma patient treated 
by sequential administration of nivolumab and dabrafenib/trametinib therapy. J Dermatol 
2018; 45: 735–7.

19.	 Conrady CD, Larochelle M, Pecen P, Palestine A, Shakoor A, Singh A. Checkpoint inhibi-
tor-induced uveitis: a case series. Graefe’s Arch Clin Exp Ophthalmol 2018; 256: 187–91.

20.	 Diem S, Keller F, Rüesch R, et al. Pembrolizumab-triggered Uveitis: An Additional Surroga-
te Marker for Responders in Melanoma Immunotherapy? J Immunother 2016; 39: 379–82.

21.	 Dalvin LA, Shields CL, Orloff M, Sato T, Shields JA. CHECKPOINT INHIBITOR IMMU-
NE THERAPY. Retina 2018; 38: 1063–78.

22.	 Broekhuyse RM, Kuhlmann ED, Winkens HJ. EXPERIMENTAL MELANIN-PROTEIN 
INDUCED UVEITIS (EMIU) IS THE SOLE TYPE OF UVEITIS EVOKED BY A DIVER-



Üveitlere Multidisipliner Yaklaşım136

SITY OF OCULAR MELANIN PREPARATIONS AND MELANIN-DERIVED SOLUBLE 
POLYPEPTIDES. 1996 http://hdl.handle.net/2066/23870 (accessed March 15, 2021).

23.	 Lim LL, Fraunfelder FW, Rosenbaum JT. Do tumor necrosis factor inhibitors cause uveitis? 
A registry-based study. Arthritis Rheum 2007; 56: 3248–52.

24.	 Seve P, Varron L, Broussolle C, Denis P, Kodjikian L. Sarcoid-related uveitis occurring du-
ring adalimumab therapy. Ocul Immunol Inflamm 2012; 20: 59–60.

25.	 Dragnev D, Barr D, Kulshrestha M, Shanmugalingam S. Sarcoid panuveitis associated with 
etanercept treatment, resolving with adalimumab. BMJ Case Rep 2013; 2013: bcr2013200552.

26.	 Cunningham ET, Pasadhika S, Suhler EB, Zierhut M. Drug-induced inflammation in pa-
tients on TNFα inhibitors. Ocul. Immunol. Inflamm. 2012; 20: 2–5.

27.	 Viguier M, Richette P, Bachelez H, Wendling D, Aubin F. Paradoxical adverse effects of an-
ti-TNF-α treatment: Onset or exacerbation of cutaneous disorders. Expert Rev. Clin. Immu-
nol. 2009; 5: 421–31.

28.	 Wendling D, Dernis E, Prati C, Frisch E, Delbosc B. Onset of inflammatory eye disease 
under tocilizumab treatment for rheumatologic conditions: A paradoxical effect? J. Rheu-
matol. 2011; 38: 2284.

29.	 Jabs DA, Freeman WR, Jacobson M, Murphy R, Van Natta ML, Meinert CL. Long-term fol-
low-up of patients with AIDS treated with parenteral cidofovir for cytomegalovirus retinitis: 
The HPMPC peripheral cytomegalovirus retinitis trial. The studies of ocular complications 
of AIDS research group in collaboration with the AIDS clinical trials group. AIDS 2000; 14: 
1571–81.

30.	 Davis JL, Tasuintuna I, Freeman WR, Weinberg D V., Feuer WJ, Leonard RE. Iritis and 
hypotony after treatment with intravenous cidofovir for cytomegalovirus retinitis. Arch Op-
hthalmol 1997; 115: 733–7.

31.	 Ambati J, Wynne KB, Angerame MC, Robinson MR. Anterior uveitis associated with int-
ravenous cidofovir use in patients with cytomegalovirus retinitis. Br J Ophthalmol 1999; 83: 
1153–8.

32.	 Akler ME, Johnson DW, Burman WJ, Johnson SC. Anterior uveitis and hypotony after int-
ravenous cidofovir for the treatment of cytomegalovirus retinitis. Ophthalmology 1998; 105: 
651–7.

33.	 Bhagat N, Read RW, Rao NA, Smith RE, Chong LP. Rifabutin-associated hypopyon uveitis 
in human immunodeficiency virus-negative immunocompetent individuals. Ophthalmo-
logy 2001; 108: 750–2.

34.	 Smith WM, Reddy MG, Hutcheson KA, Bishop RJ, Sen HN. Rifabutin-associated hypopyon 
uveitis and retinal vasculitis with a history of acute myeloid leukemia. J Ophthalmic Inflamm 
Infect 2012; 2: 149–52.

35.	 Skolik S, Willermain F, Caspers LE. Rifabutin-Associated Panuveitis with Retinal Vasculitis 
in Pulmonary Tuberculosis. Ocul Immunol Inflamm 2005; 13: 483–5.

36.	 Shafran SD, Singer J, Zarowny DP, et al. Determinants of Rifabutin Associated Uveitis in 
Patients Treated with Rifabutin, Clarithromycin, and Ethambutol for Mycobacterium avium 
Complex Bacteremia: A Multivariate Analysis. J Infect Dis 1998; 177: 252–5.

37.	 Pathak S, Power B. Bilateral acute anterior uveitis as a side effect of trimethoprim [4]. Eye. 
2007; 21: 252–3.

38.	 Knape RM, Sayyad FE, Davis JL. Moxifloxacin and bilateral acute iris transillumination. J. 
Ophthalmic Inflamm. Infect. 2013; 3: 1–3.

39.	 Cunningham ET, Moorthy RS, Fraunfelder FW, Zierhut M. Vaccine-Associated Uveitis. 
Ocul. Immunol. Inflamm. 2019; 27: 517–20.

40.	 Fraunfelder FW, Suhler EB, Fraunfelder FT. Hepatitis B vaccine and uveitis: an emerging 
hypothesis suggested by review of 32 case reports. Cutan Ocul Toxicol 2010; 29: 26–9.

41.	 Williams GS, Evans S, Yeo D, Al-Bermani A. Retinal artery vasculitis secondary to admi-
nistration of influenza vaccine. BMJ Case Rep 2015; 2015: bcr2015211971.

42.	 Knopf HL. Recurrent uveitis after influenza vaccination. Ann Ophthalmol 1991; 23: 213–4.



İlaçlara Bağlı Üveitler 137

43.	 Gonzales JA, Levison AL, Stewart JM, Acharya NR, Margolis TP. Retinal necrosis following 
varicella-zoster vaccination. Arch. Ophthalmol. 2012; 130: 1355–6.

44.	 Dobrin RS, Vernier RL, Fish AJ. Acute eosinophilic interstitial nephritis and renal failure 
with bone marrow-lymph node granulomas and anterior uveitis. A new syndrome. Am J 
Med 1975; 59: 325–33.

45.	 Santoro D, Vita G, Rovito S, et al. Drug-induced TINU syndrome and genetic characteriza-
tion. Clin Nephrol 2012; 78: 230–6.

46.	 Etminan M, Forooghian F, Maberley D. Inflammatory ocular adverse events with the use of 
oral bisphosphonates: A retrospective cohort study. CMAJ 2012; 184: E431–4.

47.	 Black DM, Delmas PD, Eastell R, et al. Once-Yearly Zoledronic Acid for Treatment of Post-
menopausal Osteoporosis. N Engl J Med 2007; 356: 1809–22.

48.	 Day S, Acquah K, Mruthyunjaya P, Grossman DS, Lee PP, Sloan FA. Ocular complications 
after antivascular endothelial growth factor therapy in medicare patients with age-related 
macular degeneration. Am J Ophthalmol 2011; 152: 266–72.

49.	 Brown DM, Michels M, Kaiser PK, Heier JS, Sy JP, Ianchulev T. Ranibizumab versus Ver-
teporfin Photodynamic Therapy for Neovascular Age-Related Macular Degeneration: 
Two-Year Results of the ANCHOR Study. Ophthalmology 2006; 116: 57-65.e5.

50.	 Antoszyk AN, Tuomi L, Chung CY, Singh A. Ranibizumab Combined With Verteporfin 
Photodynamic Therapy in Neovascular Age-related Macular Degeneration (FOCUS): Year 
2 Results. Am J Ophthalmol 2008; 145. DOI:10.1016/j.ajo.2007.12.029.

51.	 Grewal DS, Schwartz T, Fekrat S. Sequential sterile intraocular inflammation associated 
with consecutive intravitreal injections of aflibercept and ranibizumab. Ophthalmic Surg 
Lasers Imaging Retin 2017; 48: 428–31.

52.	 Akingbehin T, Villada JR. Metipranolol-associated granulomatous anterior uveitis. Br J Op-
hthalmol 1991; 75: 519–23.

53.	 Beltz J, Zamir E. Brimonidine Induced Anterior Uveitis. Ocul Immunol Inflamm 2016; 24: 
128–33.

54.	 Warwar RE, Bullock JD, Ballal D. Cystoid macular edema and anterior uveitis associated 
with latanoprost use: Experience and incidence in a retrospective review of 94 patients. Op-
hthalmology 1998; 105: 263–8.

55.	 Lopilly Park HY, Kim JH, Lee KM, Park CK. Effect of prostaglandin analogues on tear pro-
teomics and expression of cytokines and matrix metalloproteinases in the conjunctiva and 
cornea. Exp Eye Res 2012; 94: 13–21.


