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ABSTRACT 

The purpose of this research was to compare the traditional aqueous-LAS-suspension (AQS) with the two successful intranasal 
formulations that use the recently created antimigraine drug Lasmiditan (LAS) as nanoemulsion-based in situ gel (NEIG a and b), in order 
to determine its relative bioavailability (F-relative) via using rabbits. In this investigation, 18 male rabbits weighing 2.0 to 2.5 kg were 
employed. The dose of LAS was determined based on the body surface area (BSA) normalization method, which is equivalent to 

216μl~4drops of NEIG a, NEIG b, and AQS, each containing 80 mg of LAS per milliliter given separately to the randomly selected 
rabbit using a parallel design for the study. Serial blood samples were taken out and subjected to drug analysis using the HPLC method 
previously developed and validated by L. Santosh Kumar. Primary pharmacokinetics parameters, including maximum drug concentration 
in plasma (C-max), time to reach C-max (T-max), and area under the concentration-time curve from time zero to affinity (AUCt0-∞) 
were calculated. The results showed that C-max, T-max, and AUC0- ∞ for NEIG a and NEIG b were 8066±242 ng/ml, 0.75±0.05 h, 
19616.86±589 ng. h/ml, and 7975.67±239 ng/ml, 1.0±0.05 h, 17912.36±537 ng. h/ml respectively compared with the traditional 
AQS which is equal to 4181.09±125 ng/ml, 2±0.2 h, and 8852.27±266 ng. h/ml respectively. It was discovered that NEIG a and b 
had better Intranasal delivery of LAS and can significantly (p<0.05) affect its pharmacokinetic profile and improve its bioavailability by 
more than 2.5 folds when compared to oral AQS (as a control), according to the results of the pharmacokinetic investigation. The current 
investigations confirm the potential of LAS as NEIG a and b to increase F, establishing them as a promising intranasal new formula with 
a faster onset of action and greater bioavailability than the oral dosage form (AQS). 
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Introduction 

The oral medication lasmiditan (LAS) was approved by the Food 

and Drug Administration in October 2019 for the treatment of 

acute migraines [1]; however, LAS suffers from low oral 

bioavailability, which is around 40%, due to its extensively 

metabolized by non-CYP enzymes (extensive pre-systemic-

metabolism), and because LAS is a substrate of the P-

glycoprotein (p-gp) efflux system in the intestinal wall [2, 3].  

The extremely permeable membranes and numerous blood 

vessels in the nose allow drugs to be absorbed swiftly within 

minutes after nasal administration [4, 5]. Also, medicines that are 

poorly absorbed orally due to instability or breakdown in the 

gastrointestinal tract may gain effect from administration via the 

nasal route instead. This route is also advantageous for medicines 

that are metabolized in the gastrointestinal tract, have strong P-

glycoprotein efflux, or have high first-pass metabolism in the 

liver [6].  Medications administered by the intranasal route have 

efficacy comparable to intravenous administration and typically 

have superior efficacy to subcutaneous or intramuscular routes 

[7].  

The stability of nanoemulsion (NE) over other systems has led to 

its consideration as a drug delivery vehicle for intranasal 

administration. They are clear solutions that contain oil, 
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surfactant, cosurfactant, and water in varying proportions, with 

the oil globules either dispersed in water (o/w) or in oils (w/o). 

The droplet size in these systems ranges from 20 to 200 nm and 

they are solitary, optically isotropic, and thermodynamically 

stable [8, 9]. 

The low bioavailability of LAS prompted researchers to consider 

developing a novel dosage form that could improve 

bioavailability (by avoiding extensive pre-systemic metabolism 

and P-gp efflux system) through intranasal delivery of the drug. 

In contrast, intranasally given medicines have a short residence 

period at the site of administration because of the nose cavity's 

architectural and physiological characteristics. Time for 

medication absorption is further constrained by the rapidity of 

mucociliary clearance (MC) [10, 11]. Therefore, the issue of 

short residence time in the nasal cavity must be taken into 

account during the design of intranasal formulations. Moreover, 

a droplet-sized formulation that promotes greater 

transmembrane transport can increase the drug's bioavailability. 

Based In situ systems, which are liquid aqueous solutions before 

administration but transform into gel under physiological 

circumstances, are regarded as contemporary advances in 

hydrogel drug delivery research [12, 13]. The most popular pH-

induced gelling agent is Carbopol 934, which prolongs the drug's 

stay on the nasal mucosa and slows down the body's natural 

elimination [14-16]. 

By using nanotechnology to formulate LAS as a nasal NE and 

avoiding mucociliary clearance which is regarded as the main 

barrier to drug delivery via including a pH-sensitive polymer like 

Carbopol-934 in the formulas to solve the issues associated with 

poor oral bioavailability of LAS as an oral tablet also for achieving 

in-situ gelling properties [17].  

The previous findings revealed that NEIG a and NEIG b achieved 

100% permeation within 20 min and then released within 25 and 

35 min respectively so both achieve 3.3 folds permeation 

percentages compared with an AQS. 

This study includes the application of an in vivo research plane 

via using rabbits to estimate the bioavailability of the LAS as AQS 

relative to the two successful intranasal formulations of LAS as 

NEIG a &b as well as calculating the primary and secondary 

pharmacokinetic parameters which include the rate (T max) and 

extent (C max) of systemic drug absorption, total AUC 

accompanied with calculation of elimination rate constant (Ke) 

and half time of elimination (t0.5). 

Materials and Methods 

Lasmiditan was purchased from Yongchi Chemical Technology 

Co, LTD, China. Labrasol ALF, Transcutol, and Cremophor® 

EL were purchased from Gattefosse (France). Oleic acid and 

Carbopol 934 were purchased from Central Drug House 

(CDH®). HPLC-grade Methanol, Acetonitrile, and Isopropyl 

alcohol were purchased from Merk. A Millipore filter syringe 

was purchased from Chm Lab, Spain.  HPLC-grade Water, and 

the rest of the chemicals, and reagents were of analytical grade. 

In situ gel formulation 

The selected NE a and b were subjected to be formulated as 0.5 

% in situ gel as shown in Table 1. A calculated weight of 

Carbopol 934 (pH-induced in situ gelling polymer) was sprinkled 

over the water content of the NE, allowed to hydrate overnight 

then dropped gradually with continuous stirring at ~500 rpm 

over a homogeneous transparent yellow previously weighed 

mixture of oleic acid (OA), cremophore EL (CE) or labrasol ALF 

(LR), and transcutol (TC) till gets the NEIG a and b respectively 

[18, 19]. 

The prepared NEIG a and b after passing all the in vitro, and ex 

vivo evaluations, were finally subjected to an in vivo research 

plan.

 

Table 1. Composition of LAS NEIG 

Formula code OA% (W/W) Surfactant type Co-surfactant type S-Mix Ratio S-Mix % (W/W) DD% (W/W) 

NEIG a 10 CremophoreEL Transcutol 1:2 50 40 

NEIG b 15 Labrasol ALF Transcutol 3:1 55 30 

In vivo research plan for pharmacokinetics 

study 
It was conducted according to the institutional guidelines of the 

Animal Ethics Committee of the College of Pharmacy at the 

University of Baghdad. During the collection of blood samples, 

6- male, white albino rabbits weighing 2.0-2.5 kg were captured 

in a rabbit hutch. Afterward, a table was held in a horizontal 

position with the rabbits placed on it. The oral and nasal dosages 

for rabbits were estimated, and the animal received a comparable 

dose of LAS. BSA normalization method and the human 

equivalent dose (HED) of pharmaceuticals including the species 

(Km) factor (body weight in kg divided by BSA in m2) were used 

to calculate the animal nasal and oral doses for the rabbit as 

follows [20-22]:  

HED (mg)=(Animal Km/ Human Km)×Animal 

Dose(mg) 
(1) 

LAS single daily dose is advised to be (0.28 mg/kg for adults), 

and the values of Km were 37 and 12 for adult humans and rabbits 

respectively [23, 24].   

Hence, the LAS dose for rabbits based on the BSA normalization 

method was 1.72 mg and reached 17.26 mg after multiplying by 

10 (safety factor) [25].  

18 albino male rabbits weighing between 2 and 2.5 kg were 

employed in the in vivo study. Based on the results of the in vitro 

and ex vivo studies, NEIG a and b were selected for the in vivo 

examination together with the AQS. Before the experiment 

began, the rabbits fasted for 24 hours. They were then divided 

into three groups, each with six rabbits. At a dosage of 0.863 
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mg/kg, Group I received LAS as AQS (reference). Group II 

received NEIG-a intranasally at a dosage of 0.863 mg/kg~4 

drops as well as group III received NEIG-b intranasally at the 

same dose.  2ml blood samples were collected in EDTA tubes 

before the medication was administered (control sample), and 

then again at 0.25, 0.5,0.75, 1.0, 2.0, 3.0, 5.0, 7.0, 12, and 19 

h after the drug was administered, then centrifuged [26, 27]. 

Prior to analysis utilizing the HPLC technique previously 

established and confirmed by L. Santosh Kumar, samples were 

kept at -20C° [28]. 

Parameters involved in pharmacokinetics 
The pharmacokinetics of LAS was analyzed in a non-

compartmental fashion. Using the plasma concentration-time 

curve (Cp versus T curve), we were able to calculate C max and 

T max following oral and intranasal delivery. T0.5 is calculated by 

dividing the value of Ln 2 over Ke and the last is predicted from 

the slope of the straight section of the terminal phase (where the 

slope is equal to - Ke/2.303) [29, 30]. Extrapolation of the area 

to affinity (AUC t0-∞) was estimated by adding the last measured 

Cp divided by Ke to the value of AUC t 0-19 according to the 

following Eq. 2 [31]. This was done for each individual rabbit by 

calculating the area under the Cp-time curve from time 0-19 h 

(AUC t 0-19). 

AUC0−α = AUC0−19 + [Clast / Ke] (2) 

Where; Cp 19 is the concentration of LAS after 19 h. 

 Eq. 3 was used to determine F relative [32, 33]: 

Frelative=(AUC NEIG2 /AUC oral × Dose oral /Dose NEIG2)×100 (3) 

Statistical analysis 
One-way analysis of variance (ANOVA) was used to compare the 

results of pharmacokinetics parameters to determine whether or 

not there were statistically significant differences between groups 

when comparing means; p-values were considered significant at 

a level of (P< 0.05), and non-significant at a level of (p > 0.05). 

Results and Discussion 

In vivo pharmacokinetics study 
A reproducible, sensitive, and rapid HPLC method was used to 

determine the concentration of LAS in rabbit blood [34, 35]. 

Figure 1 shows the retention time and peak chromatograms of 

LAS (standard solution), hydrochlorothiazide (internal standard 

solution), and plasma sample(control) to be equal to 2.8, 6.08, 

and 4.33min respectively. The chromatographic conditions were 

developed and validated previously by L. Santosh Kumar [28].  

 
a) 

 
b) 

 

c) 

Figure 1. Representative HPLC chromatograms of standard, 

internal standard, and control plasma samples as a, b, and c 

respectively 

Figures 2a-2c represents the chromatograms of blank and test 

plasma samples, It is clear that the peaks were completely 

separated, and there is no interaction or overlap. 

 
a) 
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b) 

 
c) 

Figure 2. Chromatograms plasma sample. a) Blank sample 

(before administration of drug -LAS), b) first sample at 0.25h, 

and c) plasma sample at 19 h (last one). 

The calibration curve of LAS in plasma (spiked plasma sample) 

was represented in Figure 3, a straight line with high regression 

coefficient (R2= 0.9999) was obtained by plotting the area under 

the peak of standard/internal standard versus the 

concentration, this indicates that the calibration curve obeys 

Beer’s law within the range of concentration used [36, 37]. 

 

Figure 3. Calibration curve of LAS in plasma by HPLC 

method 

Table 2 illustrates the arithmetic mean and standard deviation 

values of plasma drug concentration (ng/ml) of LAS (Mean Cp) 

at the selected time intervals for 18 rabbits having different 

weights (2-2.5kg) and every 6 rabbits randomly receiving a 

single dose of LAS (17.26 mg) as traditional AQS and the other 

two groups each 6 rabbits randomly receiving a single intranasal 

dose of the prepared NEIG a and b respectively. 

 

Table 2. Mean CP of LAS at different time intervals 

following administration of the prepared NEIG a, NEIG 

b, and the oral AQS as a single dose. 

Time 

(h) 

Mean-Cp 

ORAL-AQS 

Mean-Cp 

IN-NEIG a 

Mean-Cp 

IN-NEIG b 

0.25 909.15± 27.3 6986.65±209 5895.2± 177 

0.5 1169.7± 35 7618±228 7283.9± 218 

0.75 2363.98±71 8066±242 7737.75± 232 

1 3114.8±93 7330±219 7975.67±239 

2 4181.09±125 4990±150 4215.4± 126 

3.6 648.23± 19 1742±52.3 1177.07±35 

5 187.34± 5.6 236.5±7 188.72± 5.6 

7 108.5± 3 190.85±5.7 126.52± 4 

12 72.36± 2 105.28± 3 69.24±2 

19 ----------- 77.8±2.3 38.99±1.1 

n=6 (mean ±SD) 

The pharmacokinetic study results revealed that intranasal 

application of LAS as NEIG a and b can significantly (p<0.05) 

modify its pharmacokinetic profile and can increase its 

bioavailability by more than 2.5 folds in comparison with the 

oral LAS AQS (control) as shown in Table 3 and Figure 4 listed 

below.  

Table 3. Pharmacokinetics parameters of a single intranasal 

dose of LAS as optimized NEIG a, NEIG b, and single oral 

AQS (8%LAS). 

Kinetic 

parameters 

Oral-LAS 

(control) 

Intranasal LAS 

(NEIG a) 

Intranasal LAS 

(NEIG b) 

Cmax(ng/ml) 4181.09±125 8066±242 7975.67±239 

T max(h) 2±0.2 0.75±0.05 1±0.05 

AUC t0-∞(ng.h/ml) 8852.67±266 19616.86±589 17912.36±537 

Ke(h-) 0.125±0.002 0.116±0.001 0.113±0.001 

T 0.5 (h) 5.544± 0.17 5.97± 0.18 6.1± 0.18 

n=6 (mean ±SD) 

 

Figure 4. The profile of Mean Cp versus time during the 

pharmacokinetic experiment applied on 18 rabbits each 6 

were given a single dose of LAS as NEIG a, the other 6 were 

given NEIG b (both given intranasally), and the last group 

received aqueous drug suspension AQS (given orally). 

The results in Table 3, and Figure 4 illustrated that the profile 

of the Mean Cp versus time which was constructed on a semilog 

paper for the optimized LAS formulas as NEIG a and b are 

superimposed with no significant difference (p<0.05), both 

formulas achieve rapid onset of action (lower T max value=0.75 

and 1) with higher extent of LAS absorption (C max=8066 and 
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7975.67 ng/ml) accompanied by the higher value of total AUC 

(19616.86 and 17912.36 ng. h/ml) respectively. 

The new intranasal formulations both gain the goal of increasing 

the bioavailability of LAS compared with a lower F value when 

administered orally. 

The in vivo results are comparable with the invitro release and 

ex vivo permeation of the selected two prepared formulas of LAS 

as NEIG a and b which exert 100% permeation and are released 

within 20 and 35 min respectively compared with only 30% 

permeation and released of the traditional AQS during the same 

time interval so these optimized formulas given intranasally will 

be significantly better(P<0.05) permeated, released and 

bioavailable than the AQS given orally. 

Increased permeability is a result of the physicochemical 

characteristics of the drug molecule known as NEIG, which 

include reduced particle size, high lipoidal characteristics, and 

the presence of CE, LR, and TC [38].  

Oligosaccharide chains in the mucus membrane include a high 

proportion of carboxyl groups that form hydrogen bonds with 

them, creating a dense network between the polymer and mucus 

membrane, increasing the residence time of dug in the nasal 

mucosa when in situ gelling agents are present [39-41]. 

Finally, switching the route of administration accompanied by 

the use of advanced nanotechnology together with an in-situ 

gelling formula helps to get acceptable, effective, safe, 

bioavailable formulas with the best patient compliance. 

The two successful formulas of LAS NEIG a and NEIG b will be 

entered into a safety study to select one of them to be the gold 

one ready to be subjected to clinical study. 

Conclusion 

The most efficient new drug delivery technology was used for the 

formulation of LAS as NEIG a and b using two different pseudo 

ternary systems for formulation of NE, then including of pH-

sensitive gelling agent (Carbopol 934). 

This novel combination of NE with in situ gelling polymer attains 

the goal of increasing the bioavailability of LAS which is about 

40% via the oral route to approximately 100% via the nasal route 

through the use of this nanosized lipophilic particles which 

achieve rapid permeation and released of LAS accompanied with 

increasing the residence time in the nasal cavity which considered 

as the main challenge for intranasal preparation.  

The LAS's bioavailability was increased in comparison to the AQS 

by more than two and a half times.  

The main flaws of the commonly used orally market pill might 

be fixed by using this mixture. In fact, it won't eliminate the 

necessity for future clinical testing of this innovative recipe, 

which might provide other crucial information to physicians. 

Acknowledgments: The authors would like to thank the Department 

of Pharmaceutics, College of Pharmacy, University of Baghdad for the 

completion of the research. 

Conflict of interest: None 

Financial support: None 

Ethics statement: The University of Baghdad-College of Pharmacy 

Research Ethics Committee has reviewed the responses to comply with 

the ethical principles of the International Ethical Guidelines for Health-

related Research with the approval number: REACUBCP2542022A. 

References 

1. Beauchene JK, Levien TL. Lasmiditan: Acute migraine 

treatment without vasoconstriction. A review. J Pharm 

Technol. 2021;37(5):244-53. 

2. Francescangeli J, Karamchandani K, Powell M, Bonavia A. 

The serotonin syndrome: From molecular mechanisms to 

clinical practice. Int J Mol Sci. 2019;20(9):2288. 

3. Fiedler DS. Pharmacokinetics, pharmacodynamics and 

drug-drug interactions of new anti-migraine drugs-

lasmiditan, gepants, and calcitonin-gene-related peptide 

(CGRP) receptor monoclonal antibodies. Pharmaceutics. 

2020;12(12):1180. 

4. Srivastava R, Srivastava S, Singh SP. Thermoreversible in-

situ nasal gel formulations and their pharmaceutical 

evaluation for the treatment of allergic rhinitis containing 

extracts of Moringa olifera and Embelia ribes. Int J Appl 

Pharm. 2017;9(6):16-20. 

5. Hadi AS, Ghareeb MM. Rizatriptan benzoate 

nanoemulsion for intranasal drug delivery: Preparation and 

characterization. IJDDT. 2022;2(2):546-52. 

6. Azman M, Sabri AH, Anjani QK, Mustaffa MF, Hamid KA. 

Intestinal absorption study: Challenges and absorption 

enhancement strategies in improving oral drug delivery. 

Pharmaceuticals (Basel). 2022;15(8):975.  

7. Tucker C, Tucker L, Brown K. The intranasal route as an 

alternative method of medication administration. Crit Care 

Nurse. 2018;38(5):26-31.  

8. Che Marzuki NH, Wahab RA, Abdul Hamid M. An 

overview of nanoemulsion: Concepts of development and 

cosmeceutical applications. Biotechnol Biotechnol Equip. 

2019;33(1):779-97. 

9. Abdulbaqi MR, Rajab NA. Preparation, characterization 

and ex vivo permeability study of transdermal apixaban 

O/W nanoemulsion-based gel. IJPS. 2020;29(2):214-22. 

10. Ugwoke MI, Verbeke N, Kinget R. The biopharmaceutical 

aspects of nasal mucoadhesive drug delivery. J Pharm 

Pharmacol. 2001;53(1):3-21. 

11. Bailey AM, Baum RA, Horn K, Lewis T, Morizio K, 

Schultz A, et al. Review of intranasally administered 

medications for use in the emergency department. J Emerg 

Med. 2017;53(1):38-48. 

12. Vigani B, Rossi S, Sandri G, Bonferoni MC, Caramella 

CM, Ferrari F. Recent advances in the development of in 

situ gelling drug delivery systems for non-parenteral 

administration routes. Pharmaceutics. 2020;12(9):859. 

13. Pires PC, Rodrigues M, Alves G, Santos AO. Strategies to 

improve drug strength in nasal preparations for brain 



Jabir and Rajab: Lasmiditan nanoemulsion as intranasal in situ gel: Relative bioavailability study  

104                                                                   Journal of Advanced Pharmacy Education & Research | Oct – Dec 2024 | Vol 14 | Issue 4  

delivery of low aqueous solubility drugs. Pharmaceutics. 

2022;14(3):588. 

14. Chakrabarty S, Nath B. Oral in-situ gel for periodontitis: 

A review. World J Pharm Res. 2018;7(11):262-76. 

15. Ashoor JA, Ghareeb MM. Preparation and in vitro, 

evaluation of methotrexate mucoadhesive nanogel 

proposed for cervical cancer therapy. Karbala J Pharm Sci. 

2020;1(20). 

16. Huang C, Wang C, Zhang W, Yang T, Xia M, Lei X, et al. 

Preparation, in vitro and in vivo evaluation of 

nanoemulsion in situ gel for transnasal delivery of 

traditional chinese medicine volatile oil from ligusticum 

sinense oliv. cv. Chaxiong. Molecules. 2022;27(21):7644. 

17. Hosny KM, Banjar ZM. The formulation of a nasal 

nanoemulsion zaleplon in situ gel for the treatment of 

insomnia. Expert Opin Drug Deliv. 2013;10(8):1033-41. 

18. Bhalerao H, Koteshwara KB, Chandran S. Design 

optimization and evaluation of in situ gelling nanoemulsion 

formulations of brinzolamide. Drug Deliv Transl Res. 

2020;10:529-47. 

19. Fadhel AY, Rajab NA. Tizanidine intranasal nanoemulsion 

in situ gel: Formulation and in-vivo brain study. J Pharm 

Negat. 2022;13(2):582-91. 

20. Maraie NK, Almajidi YQ, Alshadher A. Absolute and 

relative bioavailability study for the newly developed nasal 

nanoemulsion in situ gel of ondansetron HCl in comparison 

to conventionally prepared in situ gel and intravenous 

dosages forms. Int J Appl Pharm. 2018;10(5):105-9. 

21. Griffin RJ, Avery E, Xia CQ. Predicting approximate 

clinically effective doses in oncology using preclinical 

efficacy and body surface area conversion: A retrospective 

analysis. Front Pharmacol. 2022;13:830972. 

22. Wickham KS, Baresel PC, Marcsisin SR, Sousa J, Vuong 

CT, Reichard GA, et al. Single-dose primaquine in a 

preclinical model of glucose-6-phosphate dehydrogenase 

deficiency: Implications for use in malaria transmission-

blocking programs. Antimicrob Agents Chemother. 

2016;60(10):5906-13.  

23. Labastida-Ramírez A, Rubio-Beltrán E, Haanes KA, Chan 

KY, Garrelds, IM, Johnson KW, et al. Lasmiditan inhibits 

calcitonin gene-related peptide release in the rodent 

trigeminovascular system. Pain. 2020;161(5):1092. 

24. Nair AB, Jacob S. A simple practice guide for dose 

conversion between animals and humans. J Basic Clin 

Pharma. 2016;7:27-31.  

25. Jacob S, Nair AB, Morsy MA. Dose conversion between 

animals and humans: A practical solution. Indian J Pharm 

Educ Res. 2022;56:600-7. 

26. Lima-Oliveira G, Lippi G, Salvagno GL, Picheth G, Guidi 

GC. Laboratory diagnostics and quality of blood collection. 

J Med Biochem. 2015;34(3):288-94. 

27. Kulkarni P, Karanam A, Gurjar M, Dhoble S, Naik AB, 

Vidhun BH, et al. Effect of various anticoagulants on the 

bioanalysis of drugs in rat blood: Implication for 

pharmacokinetic studies of anticancer drugs. Springerplus. 

2016;5:1-8. 

28. Kumar LS, Swamy PY. RP-HPLC method development 

and validation of lasmiditan in bulk drug and 

pharmaceutical dosage form. J Emerg Technol Innov Res. 

2021;8(12):54-61. 

29. Gabrielsson J, Weiner D. Non-compartmental analysis. 

Methods Mol Biol. 2012;929:377-89.  

30. Devkar TB, Tekade AR, Khandelwal KR. Surface-

engineered nanostructured lipid carriers for efficient nose-

to-brain delivery of ondansetron HCl using Delonix regia 

gum as a natural mucoadhesive polymer. Colloids Surf B. 

2011;22:143-50. 

31. Kumar R, Puppala K, Lakshmi V. Optimization and 

solubilization study of nanoemulsion budesonide and 

constructing pseudo ternary phase diagram. Asian J Pharm 

Clin Res. 2019;12(1):551-3. 

32. Gibaldi M. Biopharmaceutics and clinical 

pharmacokinetics. 4th ed. Lea and Febiger: Malvem, PA; 

1991. p. 23-8. 

33. Shargel L, Pong SW, Yu ABC. Applied biopharmaceutical 

and pharmacokinetics. 5th ed. McGraw-Hills: USA; 2004. 

p. 56-8. 

34. Reddy CS, Babu CNN, Tatavarti BK, Vijaya N, Anna VR. 

Development of a stability-indicating HPLC method for 

Lasmiditan and its process-related impurities with the 

characterization of degradation products by LC-MS/MS. J 

Chem Metrol. 2023;17(1):52. 

35. Abdulqader AA, Rajab NA. Bioavailability study of 

posaconazole in rats after oral poloxamer P188 nano-

micelles and oral posaconazole pure drug. J Adv Pharm 

Educ Res. 2023;13(2):140-3. 

36. Salih OS, Al-Akkam EJ. Pharmacokinetic parameters of 

ondansetron in rats after oral solution and transdermal 

invasomes gel: A comparison study. J Adv Pharm Educ 

Res. 2023;13(1):116-21. 

37. Kurji HA, Ghareeb MM, Zalzala MH, Numan AT, Hussain 

SA. Serum level profile and pharmacokinetic parameters of 

single oral dose of metronidazole in type II diabetic 

patients. Iraqi J Pharm Sci. 2011;20(1):14-8. 

38. Dhahir RK, Al-Nima AM, Al-Bazzaz FY. Nanoemulsions as 

ophthalmic drug delivery systems. Turk J Pharm Sci. 

2021;18(5):652-64.  

39. Charoo A, Kohli K, Ali A. Preparation of in situ forming 

ophthalmic gels of ciprofloxacin hydrochloride for the 

treatment of bacterial conjunctivitis: In vitro and in vivo 

studies. J Pharm Sci. 2003;92(2):407-13. 

40. Al Kufi HK, Kassab HJ. Formulation and evaluation of 

sustained release sumatriptan mucoadhesive intranasal in-

situ gel. Iraqi J Pharm Sci. 2019;28(2):95-104. 

41. Subramanian DA, Langer R, Traverso G. Mucus 

interaction to improve gastrointestinal retention and 

pharmacokinetics of orally administered nano-drug 

delivery systems. J Nanobiotechnology. 2022;20(1):362. 

 


