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FavipiravifRNAdependentRNApolymerase
(RARp inhibitor) was shown to be
insufficient in many clinical trials in oral
form2. In this study, we have proved «Favp
to be effective againstSAREC0V2 virus, |If
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Vv Challenge®t Favipiravir Poorsolubility andlow stability | | V TheMMAD, FPFGSDvaluesfor variousfavipiravirsolutionsof NS
V Favipiravir solution, prepared in PBSand stored protected from light, showed superior and PBSvere evaluatedunder NGl
stability over that waspreparedin normal saline
a Stability data b
Table 1. Particle size distribution obtained for favipiravir solutions.
0 = == Theoretical Solubility }..? '":H] g 100
"1+ oo p2o = 5 Parameter Favipiravir in NS Favipiravir in PBS
Ny g - MMAD? (um) 5.43+0.32 4.83+0.11
N , g so- 2 s FPF 5um® (%) 45.63+2.43 52.66+ 1.67
N x S 0 GSD- 1.63+0.07 1.70+0.01
N A & 254 —— Favipiravirin NS @5°C+3°C 8 95 —e—  Favipiravir in PBS @5°C3°C
e o W a —=— Favipiravir in NS @25°C+2°C a —=— Favipiravir in PBS @25°C+2°C aMean mass aerodynamic diameter.
21 E ——  Favipiravir in NS @40°C+2°C E ——  Favipiravir in PBS @40°C+2°C b Fine particle fraction.
R AEquISiIibrijmp: 8 o 10 11 12 13 0 0 :'1 é ; 1'2 0 0 ; é ; 1'2 ¢ Geometric standard deviation (meanSD; n= 3).
Time (month) Time (month)

Fig 1. Theoretical pHSolubility profile of favipiravir, and Fig 2.Stability profiles of favipiravir in (a) normal saline and (b) PBS, stored protected from light 8t°6C25

the solubility values obtained practically in water, HCI +2°C, and 4@ 2 °C [values are expressed as me&sBD (n = 3), note that the error bars at some points are of

0.01 M, PBS. the size of the symbols].
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Normalized Cell Ind

«Favi» formulationwascalculatedas< 2 mg/mL Y P S o
V Outcome The maximum favipiravir activity A/ \\ -

performed In Vero-6 cellswith xCELLigendeeal \_ \
Time Cell Analyzer RTCAMP was found at 2 [ S
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V «Favi»wasfoundto‘ a nt 1-ava tr metiveey
Fig 3. Vero B cells, infected with 3.5x 105 PFUmML?! of SARE0V2 Fig4. Celtonly (red line) were non-infected Virusonly Vero E6 cells(greenline) were infected that was not pre-
2 and 3 mg/ mL. (B1.36), were pre-incubatedwith different concentrationsof Favipiravir exposedo Favipiravimolecule
STUDY DESIGN RESULTS —fourr PR
V Firstpreclinicalstudy* usingPulmospray v | g 5 | +*
V Design of 8D cagesystemby the team . m i_i_il - i
V Favipiravirguantification method: Development of A § BB P
sensitiveHPLGnethod for plasmaandlungtissue g S ,.
V Treatments were given twice a day for 5 consecutive =] | Ty [UNG
days, and application time was 2 minutes. S Fig6. Theconcentrationmeasuredwas 140 ug/g lung
V Wistar albino male and female rats ofl2 weeks R tissue, which is more than 45-folds compared w/
were distributed. S P plasma, showing that the local administration of
il favipiravir resulted in a higher accumulationin the
- lungtissue o
V Delivery of favipiravir by soft-mist inhaler did L — —— 50 ‘ i
not resultin oxidative injury of lungtissue CoE N . f.‘l'"m’ ' (MPO activ | conTRoL domoke
V Lunglocalizationachieveda 45-fold highervalue 19 5. Neutrophil infiltration (MPO activity), Fig 7. At the 10 mg/kg of favipiravir, calculated QT
comparedto plasma ipid peroxidation (MDA) and antioxidant intervalswere not significantlydifferent than those of
glutathione (GSH)levels in lung tissue of the salinetreated rats, showingthat the highestdose
normal salineor favipiravir (1, 2.5, 5 and 10 hasnot resultedin the prolongationof QTinterval
*Ethicalapproval(Na: 42.2020marmarauniversity) mg/kg) applledWIth SOft MiIsSt mhaler
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