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 Dear Editor and Reviewers of Pharmaceutics, 

First and foremost, we would like to thank each of the reviewers for providing their valuable comments. Our responses to the reviewer comments are provided below in a point-wise manner:

Response to the comments from Reviewer #2
We thank the reviewer # 2 for providing insightful comments. Accordingly, we have made the following changes as explained below: 
1. Query: In figure 1 you have classified ODFs printed by the Jamroz et al [Ref. No 9] as a multiple layer films. However, these films has only single layer. Indeed, they were printed by the fused deposition modeling (FDM) technology which comprises printing 3D objects layer-by-layer. However, in order to achieve the shortest disintegration time, the printed films were built only by one layer, the thinnest possible to print with their equipment, i.e. 150 µm. Therefore, these films cannot be classified as a multilayer ones.  
Response: Figure 1 has been amended to remove multiple layers. Accordingly, reference number 9 is also removed. A new reference is introduced as reference number 6.  
2. Query: Page 5, line 197 - In the description of the casting method, you have stated that “the casting solution is spread over the clean and smooth surface (glass slab)”. The same information is placed on the figure 4 (page 6). However, in the description of the patented technologies, there is usually not the glass slab, but the ‘substrate’ or the ‘plain film roll’. I think that you should also put information on these two materials along with the ‘glass slab’’ in the general description of the method. 
Response: As suggested by the Reviewer, necessary correction has been done n page 5, line 197. Besides, Figure 6 has also been amended. The changes done are evident from the marked version of the currently amended manuscript.
3. Query: Page 7, lines 257-270 – description of UNM Rainforest Technology does not include any information on the film properties, e.g. disintegration time, mechanical characteristics, etc. It would be very valuable to add such data, if it is available.

Response: As suggested by the Reviewer, data on disintegration time and tensile strength are included.  
4. Query: Page 11, lines 422-424 – the statement “Hexal’s patented technologies provided evidence to prove the fact that ODFs form fewer impurities during storage when compared with tablets that tend to form more impurities over a period of time” seems to be too general.
It is hard to believe, that the amount of impurities in the tablets prepared by direct tableting or the tableting after dry granulation (compaction) may be higher than in the casted ODFs. You based this statement on the patent work, where Hexal compared ODFs with coated tablets. Therefore, the amount of impurities presented in the tablets might be higher than in the ODFs, because of the coating process (heat and water) or because there was wet granulation prior to the tableting, which may also lead to the formation of the impurities.
Response: The general statement as identified by the Reviewer is deleted under lines 422 to 424 on page number 11 of the manuscript.  
 
5. Query: Page 11, lines 432-450 – I didn’t find information in your description, about the reason for film perforation? Is it made to shorten disintegration time? You could add some information on this.   
Response: As rightfully identified by the reviewer, the authors confirm that the film perforations were made to shorten the disintegration time.  This aspect is accordingly introduced in the currently amended version of the manuscript. 
6. Query: Page 12, lines 479 – 502 – the same as in point 3. If there is any available data on the film properties prepared with these technologies, it would be nice to add it to the text.
Response: The respective patent references under line numbers 479 to 502 of the original manuscript did not disclose film properties per se. Rather they all disclosed the batch formulas to prepare different master batches of respective formulations. In addition, XRD, DSC, HPLC and microbial count data are disclosed which is not worth reporting here in this context. 
7. Query: Page 13, lines 508-513 – magnesium oxide and sodium hydroxide were used for the taste-masking. Could you provide more details on the mechanism of taste masking with these two components? Is it just because the lower solubility of the sildenafil in the higher pH?
Response: The respective US patent citation of Seoul Pharma, Korea, fails to disclose the actual mechanism behind taste masking potential of magnesium oxide and sodium hydroxide combination. It appears that the inventors of this patent kept this particular aspect as a trade secret.  
8. Query: Page 13, lines 520-521 – “Increase in pH was helping to improve disintegration time” – could you comment why? Was there the effect of pH on the solubility of the pullulan? 
Response: In this context, increase in pH is referring to the range 6.0 to 7.0 and particularly from 6.3 to 6.7 was stabilizing Enalapril by preventing formation of its impurities. The respective patent citation is silent about the effect of pH on solubility of the polymer/ pullulan.   
9. Query: Table 2, patent no. 2 – there seems to be a wrong reference number [40]. In the reference section, the number [40] refers to the scientific article of Gupta et al., not the patent number.
Response: It is correct reference because Gupta et al., extensively discussed this particular US patent No. US7425292 and also provided Figure 7, which is reproduced with permission from reference 40 of Gupta et al. Therefore, it is the correct reference.   
10. Query: Page 4 (18) in section 4.2. (There is some mess with number of the pages, some of them are doubled, and not in order. There is also no number of the lines on this page) – in the bottom of the page you enlisted common limitations of the hot-melt extrusion process. However, there is no information on the high temperature of the process, which may lead to the degradation of the API and is considered one of the most important limitations of this method. Another one is the lack of the possibility to use any volatile ingredients, e.g. oils as flavorants. 
Response: We thank the reviewer for drawing our attention towards these vital aspects. Necessary amendments are made to highlight this limitation and how some researchers could successfully dealt with this issue. It appears that page numbers were generated irregularly under the journal automatic processing of the manuscript. We will inform them accordingly to take care of the same.  
11. Query: Figure 10 C – I suggest adding the arrow which shows the direction of the movement of the processed substances between the screws. It may be not obvious that Z1 is the first zone and Z6 the last one. 
Response: As suggested by the reviewer, the authors have introduced arrows to show the direction of the movement of the processed substances between the screws.
12. Query: Figure 10D – in the middle of the figure there is a scheme with numbers from 100 to 140. Are they just numbers referring to the captions in the Legend? Why aren’t they simpler, like a), b), c), d), etc….. In such form, they may suggest the values of the temperature in the hot-melt extrusion process. 
Response: As suggested by the reviewer the authors have replaced the reference numerals with simpler captions like a), b) c), d) etc.  
13. Query: Page 3 (21) – the hot-melt extrusion process patented by Joseph Fuisz refers neither to the medicinal product, nor the orodispersible films. It describes the tobacco sustained release thin films for recreational use. Why was it placed in the text?
Response: This was introduced because it primarily dealt with HME technology per se in a systematic fashion. Moreover, nicotine has many other benefits apart from recreational use. Therefore, we are of the strong opinion that it must be included here in this context to capture HME as a technology and its modifications to prepare thin films.      
14. Query: Temperature units should be the same in the entire text. In one place there are Fahrenheits, in other Celsius.
Response: Temperature units in the entire manuscript are provided in Celsius in the currently amended manuscript. 
15. Query: Page 5 (23), line 168-169 – You have stated that “the critical requirement to employ the electrospinning method for ODFs is the preparation of final formulation in the form of a solution.” However, in the next paragraph you describe the electrospinning of the suspension. So, is the solution necessary for this process, or not? 
Response: In the next paragraph we are discussing two patents of the company Zentiva, wherein in one patent they are disclosing usage of solution and in the second one they are saying usage of suspension. Necessary correction introduced for the sake of clarity.  
16. Query: Page 7 (25), line 239 – You have stated that the most modern method of fabricating ODFs is by printing technologies. However, in the figure 24 and 25, the first patent on ink-jet printing is dated 2008 while electrospinning on the 2011. So it seems that the electrospinning is the most modern method, not the printing. 
Response: The terminology “the most modern” is deleted and replaced with the term ‘Yet another method”.  
17. Query: Page 10 (28), line 335 – please provide the full name of the EPDM. There is only abbreviation.
Response: EPDM is expanded and it now read as Ethylene Propylene Diene Monomer.
18. Query: Page 10 (28), line 351 – you just mentioned the 3D printing method used for the preparation of ODFs. What kind of technology was that? (fused deposition modeling, laser sintering, etc.) 
Response: Under its different embodiments of the patent specification, the citation in question mentioned almost all types of 3D printing – particularly paragraph numbers [0489] [0490] and [0491] of the US patent. Therefore, we have just mentioned it as 3D printing – keeping the scope broad. 
 
19. Query: Page 11 (29), line 388 – ‘fabrication of ODFs by printing methods has seen the first publication in 2017’. This is not true. There were earlier publications on the application of printing to the preparation of ODFs, e.g. Eva Maria Janßen “Drug-printing by flexographic printing technology—A new manufacturing process for orodispersible films” International Journal of Pharmaceutics, Volume 441, Issues 1–2, 2013, p. 818-825, https://doi.org/10.1016/j.ijpharm.2012.12.023. 
Response: The above statement ‘fabrication of ODFs by printing methods has seen the first publication in 2017’ is amended. Figure 20 is also amended.  
20. Query: Page 14 (32), figure 23 – there is a statement “Yet to be included in the official compendia of any country” – ODFs were defined for the first time in the European Pharmacopoeia 7.4 in 2012.
Response: The above observation is moot as the respective section on hype cycle is        deleted. 
21. Query: Figures 24 and 25 present almost the same data. One of them should be removed, in order to not duplicate the same information
Response: The above observation is moot as the respective section on hype cycle is now        deleted.
22. Query: There are also some misspelled words and grammar errors through the entire text:
       - page 7, line 237 – expression “very less” is not correct 
- page 9, line 360 – is “addition f” instead of “addition of”
- page 10, line 365 – there is “neuroleptics drugs”, should be “neuroleptic drugs”
- page 10, line 398 – there is “Flavorant”, should be “flavorant”
- page 10, line 407 – there is “inorder” instead of “in order”
- page 3 (21), line 78 – there is “0.05 to millimetres”, should be “0.05 millimetres”
- page 7 (25), figure 15 – there is “D90 not > 30 µm”. I suggest “D90 < 30 µm”
- page 18 (36), line 662 – there is “platreau”, should be “plateau”
Response: All the above observations of the reviewer are corrected and are evident from the currently amended manuscript.  
23. Query: The references to the patents should be changed. There is no information on the authors of inventions.
[bookmark: _GoBack]Response: The patent references do not have authors, they have inventors. We are of the opinion that it is as per the guidelines of the journal. If requested by the Editor we will of course amend the same. Kindly note that references (no.: 104 to 114) pertinent to Gartner Hype Cycle are deleted. 

We humbly request the editor to make any changes to the manuscript as they deem appropriate to the context. Please write back to us if there are any further questions or clarifications required. 

Sincerely,
Jessica Rosenholm (on behalf of the authors)
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