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Clinical Indications
Aflibercept may be indicated when ALL of the following are present(1)(2):

Age 18 years or older
Clinical diagnosis of 1 or more of the following:

Diabetic macular edema[A](13)(14)(15)(16)(17)(18)
Diabetic retinopathy[B](30)(31)
Macular edema following central or branch retinal vein occlusion[C](34)(35)(36)(37)
Metastatic colorectal cancer[D] with progression of disease on initial therapy(46)(47)(48)
Neovascular (wet, or exudative) age-related macular degeneration[E](14)(37)(55)(56)(57)

No active intraocular inflammation(67)
No concurrent ocular or periocular infection(67)

Evidence Summary
Background
Aflibercept acts as a decoy receptor that binds vascular endothelial growth factor, which inhibits its role in promoting neovascularization
and vascular permeability.(1)(3)(4) (EG 2)

Criteria
For diabetic macular edema, evidence demonstrates at least moderate certainty of at least moderate net benefit. (RG A1) Meta-
analyses and systematic reviews have demonstrated that all vascular endothelial growth factor inhibitors appear to have some activity
against diabetic macular edema,(19) with some clinical trial evidence suggesting that aflibercept may improve best-corrected visual
acuity (measured by Early Treatment Diabetic Retinopathy Study (ETDRS) letters) significantly compared with bevacizumab, without a
statistically significant difference compared with ranibizumab.(20) (EG 1) A multicenter randomized double-masked study of 221
patients with diabetic macular edema reported significant improvement with aflibercept in mean best-corrected visual acuity after 24
weeks and 52 weeks.(21)(22) (EG 1) A randomized study of 872 eyes of patients with central involvement of diabetic macular edema
found that intravitreal administration of aflibercept, as compared with laser photocoagulation, produced significantly greater
improvement in both visual acuity and central retinal thickness after 52 weeks.(23) (EG 1) Follow-up studies showed that incremental
visual acuity benefits were maintained at 100 weeks to 148 weeks.(24)(25) (EG 1) A randomized study of 660 adults with diabetic
macular edema who received either intravitreal aflibercept, ranibizumab, or bevacizumab found that, after 1 year, visual acuity
improvement was comparable among all 3 drugs in those with mild initial visual acuity loss; however, for those with worse initial levels
of visual acuity, aflibercept was more effective at improving vision.(26) (EG 1) A follow-up study for up to 2 years found that all 3 groups
showed continuing improvement in visual acuity, with similar improvement across all 3 drugs in eyes with better baseline acuity.
However, among eyes with poorer baseline acuity, aflibercept had significantly better acuity improvement after 2 years as compared
with bevacizumab.(27)(28) (EG 1) A secondary analysis also found, in eyes with proliferative diabetic retinopathy at baseline, that
aflibercept therapy for diabetic macular edema was associated with a higher rate of diabetic retinopathy improvement compared with
bevacizumab at both 1-year (75.9% vs 31.4%, respectively) and 2-year (70.4% vs 30.3%, respectively) follow-up; bevacizumab was
also associated with a higher rate of improvement compared with ranibizumab at both 1-year (75.9% vs 55.2%, respectively) and 2-
year (70.4% vs 37.5%, respectively) follow-up.(29) (EG 1) Review articles indicate that aflibercept use was found to be associated with
improvement in the severity of diabetic retinopathy in patients with diabetic macular edema as a secondary outcome during clinical
trials.(17)(18) (EG 2)



For diabetic retinopathy, evidence demonstrates a net benefit, but of less than moderate certainty, and may consist of a consensus
opinion of experts, case studies, and common standard care. (RG A2) A multicenter phase III randomized trial of 402 adult patients with
severe nonproliferative diabetic retinopathy without macular edema compared treatment with either intravitreal aflibercept (at 1 of 2
dosing regimens) or sham injection and found, at 52-week and 100-week follow-up, that aflibercept at either dose was associated with
more patients achieving a 2-step or greater improvement in Diabetic Retinopathy Severity Scores (DRSS), fewer vision-threatening
complications, and a lower rate of development of center-involved diabetic macular edema compared with sham injection.(32) (EG 1) A
phase II noninferiority trial of 221 patients with active proliferative diabetic retinopathy compared treatment with aflibercept or panretinal
laser photocoagulation and found, at 52-week follow-up, that aflibercept was noninferior to laser photocoagulation for best-corrected
visual acuity change from baseline.(30) (EG 1) A review article notes that patients with diabetic retinopathy who are treated with
vascular endothelial growth factor inhibitors may have less visual field loss, less development of diabetic macular edema, and less need
for vitrectomy surgery compared with patients treated with panretinal photocoagulation.(31) (EG 2)

For macular edema following central or branch retinal vein occlusion, evidence demonstrates at least moderate certainty of at least
moderate net benefit. (RG A1) Meta-analyses and systematic reviews have confirmed the efficacy and safety of vascular endothelial
growth factor inhibitors for treatment of central and branch retinal vein occlusions for up to 26 to 52 weeks.(38)(39)(40)(41) (EG 1) The
gains in visual acuity with aflibercept were maintained at 52-week and 76-week follow-up.(42) (EG 1) A randomized noninferiority trial of
463 patients with macular edema due to central retinal vein occlusion compared treatment with ranibizumab, aflibercept, or
bevacizumab and found, at 100-week follow-up, mean gains in best-corrected visual acuity letter scores of 12.5, 15.1, and 9.8 in
patients treated with ranibizumab, aflibercept, and bevacizumab, respectively. The authors found that aflibercept was noninferior
compared with ranibizumab; however, bevacizumab was not noninferior compared with ranibizumab.(43) (EG 1) Specialty society
guidelines state that aflibercept is an effective treatment for macular edema due to retinal vein occlusion.(44)(45) (EG 2)

For metastatic colorectal cancer with progression of disease on initial therapy, evidence demonstrates a net benefit, but of less than
moderate certainty, and may consist of a consensus opinion of experts, case studies, and common standard care. (RG A2) A
randomized phase III trial of 1226 patients with metastatic colorectal cancer previously treated with an oxaliplatin-based regimen
reported that the addition of aflibercept to standard fluoropyrimidine-based chemotherapy resulted in an improved mean overall survival
of 13.5 months, as compared with 12.1 months in the group receiving standard chemotherapy.(49) (EG 1) Longer-term follow-up
analysis of safety and efficacy of this phase III study indicated the following probabilities of survival for those receiving aflibercept vs
placebo: 38.5% vs 30.9% at 18 months, 28% vs 18.7% at 24 months, and 22.3% vs 12% at 30 months; the majority of the most severe
adverse events occurred within earlier cycles of treatment.(50) (EG 1) A post hoc analysis of this study suggested that inclusion of
some patients who had rapidly relapsed within 6 months of oxaliplatin-containing adjuvant chemotherapy may have resulted in
understating the treatment benefit of aflibercept in patients who did not belong to this poor prognosis subgroup.(51) (EG 2) A technology
assessment stated that the impact of aflibercept on overall survival of patients with metastatic colorectal cancer that has progressed
following prior oxaliplatin-based chemotherapy was statistically significant but clinically small.(52) (EG 1) A meta-analysis of the use of
aflibercept for treating various solid tumors found a significantly higher rate of fatal drug-related adverse events in treated patients as
compared with controls, with an overall incidence of fatal events of 5.1%.(9) (EG 1) A meta-analysis stated that the incidence of severe
infections in patients with solid tumors who were treated with aflibercept was 7.3%, and the mortality rate was 2.2%.(53) (EG 1) Expert
consensus guidelines state that aflibercept, when given in conjunction with other chemotherapeutics (such as irinotecan or the folinic
acid, fluorouracil, and irinotecan (FOLFIRI) regimen), may be appropriate for patients with metastatic colorectal cancer who have
progressed on initial therapy. Aflibercept plus FOLFIRI is only appropriate for those patients who have not yet been exposed to any
other treatment regimen containing FOLFIRI.(46)(47) (EG 2)

For neovascular age-related macular degeneration, evidence demonstrates at least moderate certainty of at least moderate net benefit.
(RG A1) A meta-analysis and systematic review identified 2 randomized trials with a total of 2457 patients with neovascular age-related
macular degeneration who received either intravitreal aflibercept or ranibizumab and found that patients achieved comparable
improvement in visual acuity with either drug up to 1 year after initiation of treatment.(58) (EG 1) However, other authors have found
that intraocular pressure is higher in patients who receive ranibizumab as compared with aflibercept.(59) (EG 1) Follow-up studies of
patients treated with either ranibizumab or aflibercept for neovascular age-related macular degeneration indicate continued comparable
effectiveness in improving visual acuity and preventing further vision loss for up to 96 weeks.(60)(61) (EG 1) A randomized trial of 278
patients with neovascular age-related macular degeneration compared treatment with intravitreal aflibercept or ranibizumab and found,
at 24-month follow-up, no difference in development or growth of macular atrophy or change in best-corrected visual acuity between the
groups.(62) (EG 1) A randomized trial of 127 patients with intermediate nonexudative age-related macular degeneration compared
prophylactic treatment with either intravitreal aflibercept or sham injection and found, at 24-month follow-up, no difference in rates of
conversion to exudative macular degeneration between groups.(63) (EG 1) Critical reviews of studies have found some evidence that
switching from either ranibizumab or bevacizumab to aflibercept in refractory patients may further improve visual acuity outcomes.
However, the authors caution that additional confirmatory randomized controlled trials are necessary.(64)(65) (EG 2) A specialty society
guideline recommends aflibercept as a management option for patients with neovascular age-related macular degeneration.(66) (EG 2)

Inconclusive or Non-Supportive Evidence
For non-small cell lung cancer, evidence is insufficient, conflicting, or poor and demonstrates an incomplete assessment of net benefit
vs harm; additional research is recommended. (RG B) A multicenter double-blind placebo-controlled trial of 913 patients with advanced
or metastatic nonsquamous non-small cell lung cancer reported that the addition of aflibercept to standard docetaxel therapy did not
improve overall survival and was associated with increased toxicities.(5)(6) (EG 1) Several cases of reversible posterior



leukoencephalopathy syndrome have been observed in a phase II study of non-small cell lung cancer patients receiving a combination
of aflibercept, pemetrexed, and cisplatin.(7) (EG 2)

For ovarian cancer, evidence is insufficient, conflicting, or poor and demonstrates an incomplete assessment of net benefit vs harm;
additional research is recommended. (RG B) A randomized phase II study of 84 patients with platinum-resistant advanced ovarian
cancer found that while the drug was well tolerated, the desired efficacy endpoints were not achieved.(8) (EG 1) A meta-analysis of the
use of aflibercept for treating various solid tumors found a significantly higher rate of fatal drug-related adverse events in treated
patients as compared with controls, with an overall incidence of fatal events of 5.1%.(9) (EG 1)

For pancreatic cancer, evidence is insufficient, conflicting, or poor and demonstrates an incomplete assessment of net benefit vs harm;
additional research is recommended. (RG B) A phase III randomized study assigned 546 patients with metastatic pancreatic cancer to
gemcitabine with or without aflibercept. The study was terminated when it was noted that the addition of aflibercept failed to significantly
improve overall survival.(10) (EG 1) A meta-analysis of the use of aflibercept for treating various solid tumors found a significantly
higher rate of fatal drug-related adverse events in treated patients as compared with controls, with an overall incidence of fatal events of
5.1%.(9) (EG 1)

For prostate cancer, evidence is insufficient, conflicting, or poor and demonstrates an incomplete assessment of net benefit vs harm;
additional research is recommended. (RG B) A phase III randomized study of 1224 patients with metastatic castration-resistant prostate
cancer found that adding aflibercept to docetaxel and prednisone as first-line therapy resulted in no improvement in overall survival and
incurred additional adverse effects. The authors indicated that docetaxel plus prednisone remains the standard treatment.(11) (EG 1) A
meta-analysis of the use of aflibercept for treating various solid tumors found a significantly higher rate of fatal drug-related adverse
events in treated patients as compared with controls, with an overall incidence of fatal events of 5.1%.(9) (EG 1)

For retinopathy of prematurity (ROP), evidence is insufficient, conflicting, or poor and demonstrates an incomplete assessment of net
benefit vs harm; additional research is recommended. (RG B) A systematic review and meta-analysis of 6 studies (all cohort studies or
case series) including 218 eyes in patients with ROP evaluated intravitreal aflibercept injection at half the adult dose as initial therapy
for prethreshold type 1 ROP, threshold ROP, and aggressive posterior ROP and found that aflibercept therapy resulted in a 97%
average regression rate and a 16% average recurrence rate. However, the authors noted that randomized controlled trials are needed
to compare outcomes for the various anti-vascular endothelial growth factor agents and evaluate safety in this population.(12) (EG 1)

References
1. Eylea (aflibercept) injection, for intravitreal use. Physician Prescribing Information [Internet] Regeneron Pharmaceuticals, Inc. 2022 Aug Accessed

at: https://www.eylea.us/. [created 2011; accessed 2022 Nov 11] [ Context Link 1, 2, 3, 4, 5, 6, 7, 8 ]

2. Zaltrap (ziv-aflibercept) injection, for intravenous use. Physician Prescribing Information [Internet] sanofi-aventis U.S. LLC. 2020 Dec Accessed at:
https://www.zaltrap.com/. [created 2012; accessed 2022 Nov 13] [ Context Link 1, 2 ]

3. Ohr M, Kaiser PK. Intravitreal aflibercept injection for neovascular (wet) age-related macular degeneration. Expert Opinion on Pharmacotherapy
2012;13(4):585-91. DOI: 10.1517/14656566.2012.658368. [ Context Link 1 ] View abstract...

4. Ferrara N, Adamis AP. Ten years of anti-vascular endothelial growth factor therapy. Nature Reviews. Drug Discovery 2016;15(6):385-403. DOI:
10.1038/nrd.2015.17. [ Context Link 1 ] View abstract...

5. Ramlau R, et al. Aflibercept and Docetaxel versus Docetaxel alone after platinum failure in patients with advanced or metastatic non-small-cell
lung cancer: a randomized, controlled phase III trial. Journal of Clinical Oncology 2012;30(29):3640-7. DOI: 10.1200/JCO.2012.42.6932. [ Context
Link 1 ] View abstract...

6. Neal JW, Wakelee HA. Aflibercept in lung cancer. Expert Opinion on Biological Therapy 2013;13(1):115-20. DOI: 10.1517/14712598.2013.745847.
[ Context Link 1 ] View abstract...

7. Chen H, et al. A phase II multicentre study of ziv-aflibercept in combination with cisplatin and pemetrexed in patients with previously untreated
advanced/metastatic non-squamous non-small cell lung cancer. British Journal of Cancer 2014;110(3):602-8. DOI: 10.1038/bjc.2013.735. [
Context Link 1 ] View abstract...

8. Tew WP, et al. Intravenous aflibercept in patients with platinum-resistant, advanced ovarian cancer: results of a randomized, double-blind, phase
2, parallel-arm study. Cancer 2014;120(3):335-43. DOI: 10.1002/cncr.28406. [ Context Link 1 ] View abstract...

9. Qi WX, Tang LN, Shen Z, Yao Y. Treatment-related mortality with aflibercept in cancer patients: a meta-analysis. European Journal of Clinical
Pharmacology 2014;70(4):461-7. DOI: 10.1007/s00228-013-1633-2. [ Context Link 1, 2, 3, 4 ] View abstract...

10. Rougier P, et al. Randomised, placebo-controlled, double-blind, parallel-group phase III study evaluating aflibercept in patients receiving first-line
treatment with gemcitabine for metastatic pancreatic cancer. European Journal of Cancer 2013;49(12):2633-42. DOI: 10.1016/j.ejca.2013.04.002.
[ Context Link 1 ] View abstract...

11. Tannock IF, et al. Aflibercept versus placebo in combination with docetaxel and prednisone for treatment of men with metastatic castration-
resistant prostate cancer (VENICE): a phase 3, double-blind randomised trial. Lancet Oncology 2013;14(8):760-8. DOI: 10.1016/S1470-
2045(13)70184-0. [ Context Link 1 ] View abstract...

12. Chen PJ, Rossin EJ, Vavvas DG. Aflibercept for retinopathy of prematurity: a systematic review and meta-analysis. Ophthalmic Surgery, Lasers &
Imaging Retina 2021;52(12):673-681. DOI: 10.3928/23258160-20211124-01. [ Context Link 1 ] View abstract...

13. Stewart MW. Anti-VEGF therapy for diabetic macular edema. Current Diabetes Reports 2014;14(8):510. DOI: 10.1007/s11892-014-0510-4. [
Context Link 1 ] View abstract...



14. VEGF inhibitors for AMD and diabetic macular edema. Medical Letter on Drugs and Therapeutics 2015;57(1464):41-42. [ Context Link 1, 2 ] View
abstract...

15. Harkins KA, Haschke M, Do DV. Aflibercept for the treatment of diabetic macular edema. Immunotherapy 2016;8(5):503-10. DOI:
10.2217/imt.16.5. [ Context Link 1 ] View abstract...

16. Ashraf M, Souka A, Adelman R, Forster SH. Aflibercept in diabetic macular edema: evaluating efficacy as a primary and secondary therapeutic
option. Eye (London, England) 2016;30(12):1531-41. DOI: 10.1038/eye.2016.174. [ Context Link 1 ] View abstract...

17. Akiyode O, Major J, Ojo A. Aflibercept: a review of its use in the management of diabetic eye complications. Journal of Pharmacy Practice
2017;30(5):534-40. DOI: 10.1177/0897190016647232. [ Context Link 1, 2 ] View abstract...

18. Dhoot DS, Avery RL. Vascular endothelial growth factor inhibitors for diabetic retinopathy. Current Diabetes Reports 2016;16(12):122. DOI:
10.1007/s11892-016-0825-4. [ Context Link 1, 2 ] View abstract...

19. Virgili G, Parravano M, Evans JR, Gordon I, Lucenteforte E. Anti-vascular endothelial growth factor for diabetic macular oedema: a network meta-
analysis. Cochrane Database of Systematic Reviews 2018, Issue 10. Art. No.: CD007419. DOI: 10.1002/14651858.CD007419.pub6. [ Context
Link 1 ] View abstract...

20. Veritti D, Sarao V, Soppelsa V, Lanzetta P. Managing diabetic macular edema in clinical practice: systematic review and meta-analysis of current
strategies and treatment options. Clinical Ophthalmology (Auckland, N.Z.) 2021;15:375-385. DOI: 10.2147/OPTH.S236423. [ Context Link 1 ]
View abstract...

21. Do DV, et al. The DA VINCI Study: phase 2 primary results of VEGF Trap-Eye in patients with diabetic macular edema. Ophthalmology
2011;118(9):1819-26. DOI: 10.1016/j.ophtha.2011.02.018. [ Context Link 1 ] View abstract...

22. Do DV, et al. One-year outcomes of the DA VINCI Study of VEGF Trap-Eye in eyes with diabetic macular edema. Ophthalmology
2012;119(8):1658-65. DOI: 10.1016/j.ophtha.2012.02.010. [ Context Link 1 ] View abstract...

23. Korobelnik JF, et al. Intravitreal aflibercept for diabetic macular edema. Ophthalmology 2014;121(11):2247-54. DOI:
10.1016/j.ophtha.2014.05.006. [ Context Link 1 ] View abstract...

24. Brown DM, et al. Intravitreal aflibercept for diabetic macular edema: 100-week results from the VISTA and VIVID studies. Ophthalmology
2015;122(10):2044-52. DOI: 10.1016/j.ophtha.2015.06.017. [ Context Link 1 ] View abstract...

25. Heier JS, et al. Intravitreal aflibercept for diabetic macular edema: 148-week results from the VISTA and VIVID studies. Ophthalmology
2016;123(11):2376-2385. DOI: 10.1016/j.ophtha.2016.07.032. [ Context Link 1 ] View abstract...

26. The Diabetic Retinopathy Clinical Research Network. Aflibercept, bevacizumab, or ranibizumab for diabetic macular edema. New England Journal
of Medicine 2015;372(13):1193-1203. DOI: 10.1056/NEJMoa1414264. [ Context Link 1 ] View abstract...

27. Wells JA, et al. Aflibercept, bevacizumab, or ranibizumab for diabetic macular edema: two-year results from a comparative effectiveness
randomized clinical trial. Ophthalmology 2016;123(6):1351-1359. DOI: 10.1016/j.ophtha.2016.02.022. [ Context Link 1 ] View abstract...

28. Cai S, Bressler NM. Aflibercept, bevacizumab or ranibizumab for diabetic macular oedema: recent clinically relevant findings from DRCR.net
Protocol T. Current Opinion in Ophthalmology 2017;28(6):636-643. DOI: 10.1097/ICU.0000000000000424. [ Context Link 1 ] View abstract...

29. Bressler SB, et al. Change in diabetic retinopathy through 2 years: secondary analysis of a randomized clinical trial comparing aflibercept,
bevacizumab, and ranibizumab. JAMA Ophthalmology 2017;135(6):558-568. DOI: 10.1001/jamaophthalmol.2017.0821. [ Context Link 1 ] View
abstract...

30. Sivaprasad S, et al. Clinical efficacy of intravitreal aflibercept versus panretinal photocoagulation for best corrected visual acuity in patients with
proliferative diabetic retinopathy at 52 weeks (CLARITY): a multicentre, single-blinded, randomised, controlled, phase 2b, non-inferiority trial.
Lancet 2017;389(10085):2193-203. DOI: 10.1016/S0140-6736(17)31193-5. [ Context Link 1, 2 ] View abstract...

31. Sun JK, Jampol LM. The Diabetic Retinopathy Clinical Research Network (DRCR.net) and its contributions to the treatment of diabetic
Retinopathy. Ophthalmic Research 2019;62(4):225-230. DOI: 10.1159/000502779. [ Context Link 1, 2 ] View abstract...

32. Brown DM, et al. Evaluation of intravitreal aflibercept for the treatment of severe nonproliferative diabetic retinopathy: results from the
PANORAMA randomized clinical trial. JAMA Ophthalmology 2021;139(9):946-955. DOI: 10.1001/jamaophthalmol.2021.2809. [ Context Link 1 ]
View abstract...

33. Ashraf M, Souka AA, Singh RP. Central retinal vein occlusion: modifying current treatment protocols. Eye (London, England) 2016;30(4):505-514.
DOI: 10.1038/eye.2016.10. [ Context Link 1 ] View abstract...

34. Yang LP, McKeage K. Intravitreal aflibercept (eylea): a review of its use in patients with macular oedema secondary to central retinal vein
occlusion. Drugs and Aging 2014;31(5):395-404. DOI: 10.1007/s40266-014-0176-2. [ Context Link 1 ] View abstract...

35. Yeh S, et al. Therapies for macular edema associated with central retinal vein occlusion: A report by the American Academy of Ophthalmology.
Ophthalmology 2015;122(4):769-778. DOI: 10.1016/j.ophtha.2014.10.013. (Reaffirmed 2022 Jul) [ Context Link 1 ] View abstract...

36. Scott IU, et al. Effect of bevacizumab vs aflibercept on visual acuity among patients with macular edema due to central retinal vein occlusion: the
SCORE2 randomized clinical trial. Journal of the American Medical Association 2017;317(20):2072-2087. DOI: 10.1001/jama.2017.4568. [
Context Link 1 ] View abstract...

37. Anguita R, Tasiopoulou A, Shahid S, Roth J, Sim SY, Patel PJ. A review of aflibercept treatment for macular disease. Ophthalmology and Therapy
2021;10(3):413-428. DOI: 10.1007/s40123-021-00354-1. [ Context Link 1, 2 ] View abstract...

38. Macular Oedema (Central Retinal Vein Occlusion) - Aflibercept Solution for Injection. NICE Technology Appraisal Guidance TA305 [Internet]
National Institute for Health and Care Excellence. 2014 Feb (NICE reviewed 2017) Accessed at: https://www.nice.org.uk/guidance/. [accessed
2022 Oct 22] [ Context Link 1 ]

39. Ford JA, et al. Treatments for macular oedema following central retinal vein occlusion: systematic review. BMJ Open 2014;4(2):e004120. DOI:
10.1136/bmjopen-2013-004120. [ Context Link 1 ] View abstract...



40. Ho M, Liu DT, Lam DS, Jonas JB. Retinal vein occulsions, from basics to the latest treatments. Retina 2016;36(3):432-448. DOI:
10.1097/IAE.0000000000000843. [ Context Link 1 ] View abstract...

41. Shalchi Z, Mahroo O, Bunce C, Mitry D. Anti-vascular endothelial growth factor for macular oedema secondary to branch retinal vein occlusion.
Cochrane Database of Systematic Reviews 2020, Issue 7. Art. No.: CD009510. DOI: 10.1002/14651858.CD009510.pub3. [ Context Link 1 ] View
abstract...

42. Ogura Y, et al. Intravitreal aflibercept for macular edema secondary to central retinal vein occlusion: 18-month results of the phase 3 GALILEO
study. American Journal of Ophthalmology 2014;158(5):1032-8. DOI: 10.1016/j.ajo.2014.07.027. [ Context Link 1 ] View abstract...

43. Hykin P, et al. Clinical effectiveness of intravitreal therapy with ranibizumab vs aflibercept vs bevacizumab for macular edema secondary to central
retinal vein occlusion: a randomized clinical trial. JAMA Ophthalmology 2019;137(11):1256-1264. DOI: 10.1001/jamaophthalmol.2019.3305. [
Context Link 1 ] View abstract...

44. Schmidt-Erfurth U, et al. Guidelines for the management of retinal vein occlusion by the European Society of Retina Specialists (EURETINA).
Ophthalmologica 2019;242(3):123-162. DOI: 10.1159/000502041. [ Context Link 1 ] View abstract...

45. Flaxel CJ, et al. Retinal Vein Occlusions. Preferred Practice Pattern [Internet] American Academy of Ophthalmology. 2019 Accessed at:
https://www.aao.org/. [accessed 2022 Aug 25] DOI: 10.1016/j.ophtha.2019.09.029. [ Context Link 1 ] View abstract...

46. Benson AB III, et al. Colon Cancer. NCCN Clinical Practice Guidelines in Oncology [Internet] National Comprehensive Cancer Network (NCCN). v.
1.2022; 2022 Feb Accessed at: https://www.nccn.org/. [accessed 2022 Aug 10] [ Context Link 1, 2 ]

47. Benson AB III, et al. Rectal Cancer. NCCN Clinical Practice Guidelines in Oncology [Internet] National Comprehensive Cancer Network (NCCN).
v. 1.2022; 2022 Feb Accessed at: https://www.nccn.org/. [accessed 2022 Aug 10] [ Context Link 1, 2 ]

48. Lee JJ, Sun W. Options for second-Line treatment in metastatic colorectal cancer. Clinical Advances in Hematology and Oncology 2016;14(1):46-
54. [ Context Link 1 ] View abstract...

49. Van Cutsem E, et al. Addition of aflibercept to fluorouracil, leucovorin, and irinotecan improves survival in a phase III randomized trial in patients
with metastatic colorectal cancer previously treated with an oxaliplatin-based regimen. Journal of Clinical Oncology 2012;30(28):3499-506. DOI:
10.1200/JCO.2012.42.8201. [ Context Link 1 ] View abstract...

50. Ruff P, et al. Time course of safety and efficacy of aflibercept in combination with FOLFIRI in patients with metastatic colorectal cancer who
progressed on previous oxaliplatin-based therapy. European Journal of Cancer 2015;51(1):18-26. DOI: 10.1016/j.ejca.2014.10.019. [ Context Link
1 ] View abstract...

51. Van Cutsem E, et al. Aflibercept plus FOLFIRI vs. placebo plus FOLFIRI in second-line metastatic colorectal cancer: a post hoc analysis of
survival from the Phase III VELOUR study subsequent to exclusion of patients who had recurrence during or within 6 months of completing
adjuvant oxaliplatin-based therapy. Targeted Oncology 2016;11(3):383-400. DOI: 10.1007/s11523-015-0402-9. [ Context Link 1 ] View abstract...

52. Aflibercept in Combination With Irinotecan and Fluorouracil-Based Therapy for Treating Metastatic Colorectal Cancer That Has Progressed
Following Prior Oxaliplatin-Based Chemotherapy. NICE Technology Appraisal Guidance TA307 [Internet] National Institute for Health and Care
Excellence. 2014 Mar (NICE reviewed 2016) Accessed at: https://www.nice.org.uk/guidance/. [accessed 2022 Oct 22] [ Context Link 1 ]

53. Zhang X, Ran Y, Shao Y, Wang K, Zhu Y. Incidence and risk of severe infections associated with aflibercept in cancer patients: a systematic
review and meta-analysis. British Journal of Clinical Pharmacology 2016;81(1):33-40. DOI: 10.1111/bcp.12758. [ Context Link 1 ] View abstract...

54. McKibbin M, et al. Aflibercept in wet AMD beyond the first year of treatment: recommendations by an expert roundtable panel. Eye (London,
England) 2015;29 Suppl 1:S1-S11. DOI: 10.1038/eye.2015.77. [ Context Link 1 ] View abstract...

55. Schmidt-Erfurth U, et al. Guidelines for the management of neovascular age-related macular degeneration by the European Society of Retina
Specialists (EURETINA). British Journal of Ophthalmology 2014;98(9):1144-1167. DOI: 10.1136/bjophthalmol-2014-305702. [ Context Link 1 ]
View abstract...

56. Santarelli M, Diplotti L, Samassa F, Veritti D, Kuppermann BD, Lanzetta P. Advances in pharmacotherapy for wet age-related macular
degeneration. Expert Opinion on Pharmacotherapy 2015;16(12):1769-1781. DOI: 10.1517/14656566.2015.1067679. [ Context Link 1 ] View
abstract...

57. Hassan M, et al. The role of Aflibercept in the management of age-related macular degeneration. Expert Opinion on Biological Therapy
2016;16(5):699-709. DOI: 10.1517/14712598.2016.1167182. [ Context Link 1 ] View abstract...

58. Sarwar S, et al. Aflibercept for neovascular age-related macular degeneration. Cochrane Database of Systematic Reviews 2016, Issue 2. Art. No.:
CD011346. DOI: 10.1002/14651858.CD011346.pub2. [ Context Link 1 ] View abstract...

59. Freund KB, Hoang QV, Saroj N, Thompson D. Intraocular pressure in patients with neovascular age-related macular degeneration receiving
intravitreal aflibercept or ranibizumab. Ophthalmology 2015;122(9):1802-10. DOI: 10.1016/j.ophtha.2015.04.018. [ Context Link 1 ] View
abstract...

60. Scott AW, Bressler SB. Long-term follow-up of vascular endothelial growth factor inhibitor therapy for neovascular age-related macular
degeneration. Current Opinion in Ophthalmology 2013;24(3):190-196. DOI: 10.1097/ICU.0b013e32835fefee. [ Context Link 1 ] View abstract...

61. Gerding H. Functional and anatomic efficacy of a conversion to aflibercept in eyes with age-related macular degeneration after long-term
ranibizumab treatment. Klinische Monatsblatter fur Augenheilkunde 2015;232(4):560-563. DOI: 10.1055/s-0035-1545775. [ Context Link 1 ] View
abstract...

62. Gillies MC, et al. Macular atrophy in neovascular age-related macular degeneration: a randomized clinical trial comparing ranibizumab and
aflibercept (RIVAL study). Ophthalmology 2020;127(2):198-210. DOI: 10.1016/j.ophtha.2019.08.023. [ Context Link 1 ] View abstract...

63. Heier JS, et al. Intravitreal aflibercept injection vs sham as prophylaxis against conversion to exudative age-related macular degeneration in high-
risk eyes: a randomized clinical trial. JAMA Ophthalmology 2021;139(5):542-547. DOI: 10.1001/jamaophthalmol.2021.0221. [ Context Link 1 ]
View abstract...



64. Lazzeri S, et al. Aflibercept administration in neovascular age-related macular degeneration refractory to previous anti-vascular endothelial growth
factor drugs: a critical review and new possible approaches to move forward. Angiogenesis 2015;18(4):397-432. DOI: 10.1007/s10456-015-9483-
4. [ Context Link 1 ] View abstract...

65. Seguin-Greenstein S, Lightman S, Tomkins-Netzer O. A meta-analysis of studies evaluating visual and anatomical outcomes in patients with
treatment resistant neovascular age-related macular degeneration following switching to treatment with aflibercept. Journal of Ophthalmology
2016;4095852. DOI: 10.1155/2016/4095852. [ Context Link 1 ] View abstract...

66. Flaxel CJ, et al. Age-Related Macular Degeneration. Preferred Practice Pattern [Internet] American Academy of Ophthalmology. 2019 Accessed
at: https://www.aao.org/. [accessed 2022 Aug 25] [ Context Link 1 ]

67. Kitchens JW, et al. Comprehensive review of ocular and systemic safety events with intravitreal aflibercept injection in randomized controlled
trials. Ophthalmology 2016;123(7):1511-20. DOI: 10.1016/j.ophtha.2016.02.046. [ Context Link 1, 2 ] View abstract...

Footnotes
[A] For diabetic macular edema, aflibercept is administered by intravitreal injection every 4 weeks for the first 5 injections, and then
continued by intravitreal injection every 4 to 8 weeks. Patients should be monitored for postinjection complications, including increased
intraocular pressure, endophthalmitis, and retinal detachment.(1) [ A in Context Link 1 ]

[B] For diabetic retinopathy, aflibercept is administered by intravitreal injection every 4 weeks for the first 5 injections, and then
continued by intravitreal injection every 4 to 8 weeks. Patients should be monitored for postinjection complications, including increased
intraocular pressure, endophthalmitis, and retinal detachment.(1) [ B in Context Link 1 ]

[C] For macular edema following central or branch retinal vein occlusion, aflibercept is administered by intravitreal injection every 4
weeks.(1) Patients should be monitored for postinjection complications, including increased intraocular pressure, endophthalmitis, and
retinal detachment.(1)(33) [ C in Context Link 1 ]

[D] For metastatic colorectal cancer, aflibercept is administered by intravenous infusion over 1 hour every 2 weeks.(2) [ D in Context
Link 1 ]

[E] For neovascular (wet, or exudative) age-related macular degeneration, aflibercept is administered by intravitreal injection every 4
weeks for the first 3 months of treatment, then continued by intravitreal injection every 4 to 8 weeks(1); after 1 year of therapy, the
dosing frequency may be extended by 2 weeks in eyes with inactive disease until a dosing frequency of every 12 weeks is reached,
assuming the disease remains inactive.(54) Patients should be monitored for postinjection complications, including increased
intraocular pressure, endophthalmitis, and retinal detachment.(1) [ E in Context Link 1 ]
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