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Reviewer 
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Original 
comments of 
the reviewer 
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on page 
number and 
line number 

1. Remarks: 
Grammatical 
errors need 
to be 
corrected. 

“To explore the use effect of ionic liquid as a green solvent in the polyphenolics extraction from Peperomia 
pellucida (L.) Kunth using 1-buthyl-3-methylimidazolium bromide ([BMIM]Br) and 1-buthyl-3-
methylimidazolium chloride ([BMIM]Cl) with ionic liquid based microwave-assisted extraction (IL-MAE) 
method.” replaced with “The aims of the study was to explore the application effect of ionic liquid as a green 
solvent in the polyphenolics content extraction from Peperomia pellucida (L.) Kunth herbs using 1-butyl-3-
methyl imidazolium bromide ([BMIM]Br) and 1-butyl-3-methyl imidazolium chloride ([BMIM]Cl).” 

Page no. 1 and 
line no. 16-18 

“Based on the result was obtained the highest of total polyphenolic content including 18.287 µg GAE/g 
([BMIM]Cl), 15.734 µg GAE/g ([BMIM]Br), 7.823 µg GAE/g (ethyl acetate), and 3.408 (n-hexane).  Scanning 
electron microscopy demonstrated the extraction mechanism with significant physical changes in plant tissue 
residue after extraction treatment with different solvents.” Replaced with “The results showed that the effect 
of ionic liquid on the yield of total polyphenolics content, including 18.287 µg GAE/g (0.7 mol/l [BMIM]Cl 
concentration, 14 ml/l liquid-solid ratio, and 270 Watts microwave power for 10 minutes), and 15.734 µg 
GAE/g (0.7 mol/l [BMIM]Br concentration, 14 ml/l liquid-solid ratio, and 270 Watts microwave power for 15 
minutes), whereas the SEM demonstrated the extraction mechanism with significant physical changes in 
matrix sample after treatment using different solvents.” 

Page no. 1 and 
line no. 24-28 

“Peperomia pellucida (L.) Kunth herbs (Piperaceae family) could be found in humid environments throughout 
the territory of Indonesia and traditionally used as an analgesic, anti-hyperuricemic, diabetes mellitus, and 
antihypertension.[1] Some study has reported pharmacological properties from this plant such as 
antihyperglycemic oxidative stress, dyslipidemia in diabetic rats,[2] anti-inflammatory, analgesic activity,[3] and 
antihypertension.[4] The herbs contain a secondary metabolite including essential oil, terpenes, alkaloid, 
phenols, and flavonoids.[5] Some compounds were isolated such as quercetin,[4] chromenes,[6] dillapiole,[7] 
xanthone patulosida A,[8] peperomins,[9] and pellucidin A.[10] ” replaced with “Peperomia pellucida (L.) Kunth 
herbs is a Piperaceae family and can be found in wet environments throughout the territory of Indonesia. It is 
traditionally used as an analgesic, anti-hyperuricemic, anti-diabetes mellitus, and antihypertension.[1] Some 
studies have reported the pharmacological properties of this plant such as antihyperglycemic oxidative stress, 
dyslipidemia in diabetic rats,[2] anti-inflammatory, analgesic activity,[3] and antihypertension.[4] Also, reported 
the content of secondary metabolites including essential oil, terpenes, alkaloid, phenols, and flavonoids.[5] 

Page no. 3 and 
line no. 3-9 



Some polyphenolic compounds such as quercetin,[4] chromenes,[6] dillapiole,[7] xanthone patulosida A,[8] 
peperomins,[9] and pellucidin A[10] were isolated.” 

“................this plant had no economic value and farmers still consider as a weed.” Replaced with “..........it 
has no economic value and weeds for farmers, especially in palm oil plantations.” 

Page no. 3 and 
line no. 10-11 

“The Ionic liquid is a green solvent that could be applied because it has the flexibility of ions combination to 
adjust the physicochemical properties of the target compounds and potential to replace the organic solvents 
that are flammable, volatile, and toxic. .[11] Also, other considerations regarding the entire process, the 
economic and environmental impact” Replaced with “The ionic liquid is a green solvent that has the 
flexibility of ions combination to adjust the physicochemical properties of the target compounds and 
potential to replace the organic solvents that are flammable, volatile, and toxic.[11] In addition, the targeted 
compounds can be improved by considering safety, toxicological, economics, and environmental impact 
standpoint.” 

Page no. 3 and 
line no. 14-17 

“The chemicals used in this study,” replaced with “The chemicals were used in this study” Page no. 4 and 
line no. 18 

“The equipment used including............” replaced with “The equipments were used including........” Page no. 4 and 
line no. 22 

“The dried powder of samples (3 g) was macerated with n-hexane 50 ml, allowed to stand for 24 h, filtered 
and evaporated to obtain a dry extract. Furthermore, the residue was macerated using ethyl acetate with the 
same procedure.” Replaced with “The dried powder of samples (3 gram) were macerated with 50 ml n-
hexane, allowed to stand for 24 hours, filtered and evaporated to obtain a dry extract. Furthermore, the 
residue was remacerated using ethyl acetate with the same procedure.” 

Page no. 5 and 
line no. 3-5 

“Extraction using ionic liquid based microwave-assisted extraction.” Replaced with “An ionic liquid 
based microwave-assisted extraction (IL-MAE) method was used to extracting polyphenolic content 
based on literature.” 

Page no. 6 and 
line no. 7-8 

“As can be seen in Table 2 and Table 3, demonstrated the effect of extraction condition combination using 
[BMIM]Br and [BMIM]Cl with ionic liquid based microwave assisted extraction method. According to the 
results in Table 2 obtained the ten highest of yields with the combination of extraction condition factors and 
the best yields (15.734 µg GAE/g)  using [BMIM]Br as a solvent. Whereas, the results in Table 3 obtained the 
ten highest of yields and the best yields (18.287 µg GAE/g) using [BMIM]Cl.  In Figure 1 demonstrated that 
[BMIM]Cl could extract secondary metabolites with the highest of total polyphenolic content compared to 
[BMIM]Br solvent and conventional organic solvents (n-hexane and ethyl acetate).” Replaced with “Table 2 
and Table 3, demonstrated the combination effect of extraction condition using [BMIM]Br and [BMIM]Cl with 
ionic liquid based microwave assisted extraction method. According to the results in Table 2 was obtained the 
10 highest of yields with the combination of extraction condition factors and the best yields (15.734 µg GAE/g)  

Page no. 6 and 
line no. 11-16 



using [BMIM]Br as a solvent. Whereas, the results in Table 3 was obtained the best yields (18.287 µg GAE/g) 
and the 10 highest of yields using [BMIM]Cl. Comparison of efficiency level between an ionic liquid as a green 
solvent and conventional organic solvent shown in Figure 1.” 

“The extraction mechanism was performed using SEM (can be seen in Figure 2), shows significant physical 
changes in plant tissue after extraction treatment with different solvents. Based on the result, the cell wall 
surface changes in samples that have been extracted IL-MAE compared to the maceration method and the 
sample before the extraction process, whereas the changes of cell wall surface before and after the maceration 
extraction did not show significant differences.” Replaced with “In Figure 2, showed significant physical 
changes in matrix sample after treatment with different solvents. Based on the result, described the changes 
of cell wall surface in matrix samples that have been extracted using the IL-MAE compared to the maceration 
method.” 

Page no. 6 and 
line no. 18-20 

“P. pellucida is a plant rich in pharmacological properties. However, this herb had not been utilized as raw 
materials for drugs produced commercially. Some factors of the causes are among others constrained 
regarding cultivation, standardization, optimum yields, optimal extraction methods, and so on. One of the 
factors that play a major role in obtaining optimum yields is the development of extraction methods.” 
Replaced with “P. pellucida herb is a plant rich in pharmacological properties. However, the plant has not 
utilized as raw materials for commercial herbal medicines because it constrained by the various factors such 
as cultivation, standardization, optimal results, optimal extraction methods, and so on. Development of 
extraction method is one of the factors that play a major role in obtaining the optimum yields.” 

Page no. 6-7, 
line no. 23-25, 1 

“The capability enhancement of extracting certain chemical components could increase with the solvent 
hydrophobicity enhancement.[12] The hydrophobicity of both ionic liquids used in this study was 
[BMIM]Br<[BMIM]Cl,” replaced with “The solvent hydrophobicity enhancement has the ability to increase 
the extraction capability of the targeted secondary metabolite.[12] The hydrophobicity of both ionic liquids 
were used in this study, namely [BMIM]Br<[BMIM]Cl,”  

Page no. 7 and 
line no. 14-16 

“The scanning electron microscopy (SEM) analysis.........” replaced with “The SEM analysis............” Page no. 7 and 
line no. 20 
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Pages 
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Comment 
Number 

(As 
marked 

in Galley 
Proof) 

Page Number, 
Line Number 

As in Galley Proof Modification to be done Remarks 

     

1.  Title “…….on A Secondary……..” “……on Secondary….” “…A…” deleted 

2.  Title “…UPLC-Qtof-MS/MS…” “…UPLC-QToF-MS/MS….” replaced 

3.  Author  Islamudin Ahmad1,3,4*, Kamarza Mulia2, 
Arry Yanuar3, Abdul Mun’im4* 

Islamudin Ahmad1,3, Kamarza Mulia2, Arry 
Yanuar3, Abdul Mun’im3* 

replaced 

4.  Affilitation “1,3,4Department……….” “3Department……….” replaced 

5.  Abstract (line 6) “…..microwave-assisted extraction(IL-
MAE)……” 

“……microwave-assisted extraction (IL-
MAE)…” 

replaced 

6.  Abstract (line 9-
10) 

“…. on profiling metabolite……” “…. on metabolite profiling……” replaced 

7.  Abstract (line 
12) 

“….([BMIM]BF4……” “….([BMIM]BF4)……” Replaced 

8.  Abstract (line 
12) 

“…ILMAE….” “….IL-MAE….” replaced 

9.  Abstract (line 14 Phone: ???? Phone: +62-852-1610-4550 added 

10.  Abstract (line 
15) 

icapps2017.farmasiui@gmail.com - deleted 

11.  Introduction 
(page 1, line 4) 

“….peperomins,secolignan,3…..” “..peperomins, secolignan,3….” Space added 

12.  Introduction 
(page 1, line 4) 

“This…” “This…” replaced 

mailto:islamudinahmad@farmasi.unmul.ac.id
mailto:arry.yanuar@farmasi.ui.ac.id
mailto:kmulia@che.ui.ac.id
mailto:munimabdoel@gmail.com


13.  Material and 
Methods (page 

2, line 11) 

“…ILMAE method)….” “…(IL-MAE method)…..” replaced 

14.  Matrial and 
method (page 2, 

line 18) 

“2. Non-conventional ILMAE method” “2. Non-conventional IL-MAE method” replaced 

15.  Material and 
Methods (page 

2, line 43) 

“…..previous study.12,23including……” “…. previous study12,23 including……” replaced 

16.  Material and 
Methods (page 

2, line 44) 

“……liquid\u2013solid…….”   “…….liquid-solid…..” replaced 

17.  Material and 
Methods (page 

2, line 45) 

“….Box\u2013Behnken….” “…..Box Behnken….” replaced 

18.  Material and 
Methods (page 

2, line 45) 

“…..of ILMAE method…” “….of IL-MAE method….” replaced 

19.  Material and 
Methods (page 

2, line 46) 

“…..of ILMAE method…” “….of IL-MAE method….” replaced 

20.  Material and 
Methods (page 

2, line 6) 

“…0.1% formic acid(A) and…..” “….0.1% formic acid (A) and…” replaced 

21.  Material and 
Methods (page 

2, line 12) 

“….Effendorf tube.” “….Eppendorf tube.” replaced 

22.  Results (page 2, 
line 5) 

“…TIC…” “….total ion chromatogram (TIC)…..” Replaced 

23.  Results (page 2, 
line 7) 

“….profiling metabolite……” “…….metabolite profiling…..” Replaced 

24.  Results (page 2, 
line 9) 

“….([BMIM]BF4….” “….([BMIM]BF4)….” replaced 

25.  Results (page 2, 
line 12) 

“…..properties.In Figure 2,” “….properties. In Figure 2,” replaced 

26.  Results (page 2, 
line 18) 

“….profiling metabolite…….” “….metabolite profiling…..” replaced 

27.  Results, (page 
3, line 1-3) 

Figure 1: Peaks data of metabolite 
profiling analysis from extracts were 

obtained by ILMAE method (non-

Figure 2: Peaks data of metabolite 
profiling analysis from extracts were 

obtained by IL-MAE method (non-

Edited and bold 



conventional method) with [BMIM]BF4 as 
a solvent using UPLC-QToF-MS/MS 

system 

conventional method) with [BMIM]BF4 
as a solvent using UPLC-QToF-MS/MS 

system 

28.  Table 2 (page 3) Table 2: Results of LC-MS (m/z value) 
spectrum of extract was obtained 

using ILMAE method (non-
conventional method) 

Table 2: Results of UPLC-QToF-MS/MS 
(m/z value) spectrum of extract was 

obtained using IL-MAE method (non-
conventional method) 

Replaced 

29.  Results (page 4, 
line 1) 

Table 3: Results of LC-MS (m/z 

value) spectrum of extract was 

obtained using maceration method 

(conventional extraction method). 

Table 3: Results of UPLC-QToF-MS/MS 
(m/z value) spectrum of extract was 
obtained using maceration method 
(conventional extraction method). 

Replaced (Font arial 
12 pt) 

30.  Discussion 
(page 4, line 8) 

“……compound.23including…..” “……compound23 including…..” Replaced 

31.  Discussion 
(page 4, line 9) 

“….liquid\u2013solid…..” “….liquid-solid…..” replaced 

32.  Discussion 
(page 4, line 20) 

“……Box\u2013Behnken…” “….Box Behnken….” replaced 

33.  Discussion 
(page 4, line 1)  

“….acetate.Each……” “….acetate. Each……” replaced 

34.  Discussion 
(page 4, line 6) 

“….database.19particularly…… “…..database19 particularly…” Replaced 

35.  References(poin 
14) 

“Bidens pilosa” “Bidens pilosa” In italic 

36.   Q1. Kindly provide running title. Metabolite profiling analysis on secondary 
metabolite from Peperomia pellucida (L) 

Kunth herb extracts 

added 

37.   Q2. Kindly provide Abbreviations used 
and Summary. 

Abbreviation used 
P. pellucida: Peperomia pellucida (L.) 
Kunth; IL-MAE: ionic liquid microwave-
assisted extraction; [BMIM]BF4: 1-butyl-3-
methylimidazolium tetrafluoroborate; LC: 
liquid chromatography; HPLC: high 
performance liquid chromatography; 
UPLC-QToF-MS/MS: ultra-performance 
liquid chromatography – quadrupole time of 
flight mas spectrometry; Rt: retention time; 
TIC: total ion chromatogram; AUC: area 
under curve; m/z: mass per atomic charge. 

 



38.   Q2. Kindly provide Abbreviations used 
and Summary. 

Summary 

- There were differences on profiling 
metabolite from both conventional and 
non-conventional extraction methods 
that was extraction method using 
organic solvent and ionic liquid solvent 
([BMIM]BF4) at the optimum condition. 

- The extract obtained using IL-MAE 
method had a peak depth with a well-
separated Rt (retention time) value 
ranging from 0.5 to 7.5 minutes which 
means that the extracted compound 
was from polar to nonpolar properties.   

- The extract obtained using maceration 
method, the peak spread on a separate 
Rt ranges from 2.5 to 7.5 minutes.  

- Both extracts obtained have different 
area under curve (AUC) values with 
amount total of 22285 (IL-MAE) and 
12679 (maceration), respectively, and 
showed the IL-MAE twice as large as 
that of the maceration. 

- conventional and non-conventional 
extraction method showed differences 
in metabolite profiling based on Rt 
value and mass spectrum m/z of each 
peak. 

 

All the corrections have been incorporated using comments tool of PDF or scanned jpg image of pages can also be marked  
using red pen; Kindly send attachment to  galleys@emanuscript.in 

 



 

 

 

 



 



 



 



 



 


