Reviewer 2: Comments and Suggestions for Authors

Thank you for your effort in the manuscript entitled "Ethanolic Extract Propolis-Loaded Niosomes
Diminish Phospholipase B1, Biofilm Formation and Intracellular Replication of Cryptococcus neoformans in
Macrophages". It is very interesting with significant results and study design. However please add the
reason of choosing only F1, F2 and F3 with the chosen mM ratios at table 2. Moreover, some minor English
mistakes were detected.

Answer: We explained this point in the revised manuscript at page 11 line 333-339.

“ It was reported that these non-ionic surfactants were greater for high encapsulation of natural products
[1, 2]and the EEP was successfully encapsulated by SP60 or TW80 with approximately 70% EE [3, 4] This
study, the optimization of the different SP60 and TW80 concentrations was initiated according to
Sangboonruang et al.[5]. Moreover, the ratio of surfactants was further optimized by reducing the
concentrations of both SP60 and TW80 (F1), only SP60 (F3). In the case of reducing only TW80, we found
the undesirable characteristic [5].”

References:

1. Soliman, M.S.; Abd-Allah, F.I; Hussain, T.; Saeed, N.M.; El-Sawy, H.S. Date seed oil loaded
niosomes: Development, optimization and anti-inflammatory effect evaluation on rats. Drug Dev
Ind Pharm 2018, 44, 1185-97, doi: 10.1080/03639045.2018.1438465.

2. Chinembiri, T.N.; Gerber, M.; du Plessis, L.H.; du Preez, ]J.L.; Hamman, ]J.H.; du Plessis, ]. Topical
delivery of Withania somnifera crude extracts in niosomes and solid lipid nanoparticles. Pharmacogn
Mag 2017, 13, 663-71, doi: 10.4103/pm.pm_489_16.

3. Ilhan-Ayisigi, E.; Ulucan, F.; Saygili, E.; Saglam-Metiner, P.; Gulce-1z, S.; Yesil-Celiktas, O. Nano-
vesicular formulation of propolis and cytotoxic effects in a 3D spheroid model of lung cancer. | Sci
Food Agric 2020, 100, 3525-35, doi: 10.1002/jsfa.10400.

4. Patel, J.; Ketkar, S.; Patil, S.; Fearnley, J.; Mahadik, K.R.; Paradkar, A.R. Potentiating antimicrobial
efficacy of propolis through niosomal-based system for administration. Integr Med Res 2015, 4, 94-
101, doi: 10.1016/j.imr.2014.10.004

5. Sangboonruang, S.; Semakul, N.; Obeid, M.A.; Ruano, M.; Kitidee, K.; Anukool, U.; Pringproa, K,;
Chantawannakul, P.; Ferro, V.A.; Tragoolpua, Y.; et al. Potentiality of melittin-loaded niosomal
vesicles against vancomycin-intermediate Staphylococcus aureus and staphylococcal skin infection.
Int ] Nanomedicine 2021, 16, 7639-61, doi: 10.2147/ijn.S325901.



