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Abstract

A simple, selective,

chromatagraphy method has been develop
Arorvactatin and Ezetimibe in bulk drug and aharmaceutical f

rabust and  Sensitive

royersed phase  Righ performance liguid
et and validated for the simultaneaus estimation of
armulations. The separation was

achieved on & phenomenex C-12 {250 x 4.6 mm, nacked with 5 ] column by using an Isocratic

mobile phase midtere compoted of Aoe
wiith 1.1 mL/min as flow rate and the &

for Atorvastatin, Ezetimibe ware 3.3 4.5

sanitrile: ammanium acetate buffer pH 3.0 (50:50, vfv)
luants were monitored at 247 nm. The retention times
min respectively, the linearity for both analyles was

faund tochat r¥ = 0.991 and 0.88E for Atorvastatin and Ezetimibe respactively. The method was
yalidated for its system suitability, accuracy, precision and stability. The proposed method was

5
pharmaceutical formulation.
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INTRODULCTION

Atorvastatin [ATR] is a synthetic lipid-lowenng agent
is chemically [R-{R*, R*]}-2-(4-flurophenyl) h-
dihydrooxy-5-1-methyl ethyl}-3-phenyl-a-
[(phenylaminojcarbonyl]- LH-pyriole-1-heplanaic
acid. It lowers the cholesteral level by inhibiting the
3-hydroxy-3-methyl-glutaryl reductase  (HMG-CoA
roductase] coenzyme. HMG-CoA  reductase s
responsible for the conversion of HMG-CoA o
mevalonate, an early and rate limiting step in the
synthesis of cholesterol in livar. Inhibition  of
cholesterol synthesis i the liver leads 1o an increase
in LDL catabalism. This alse reduces the LDL-
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uccessfully employed for the simultancous quantificatian of Atorvastatin and Ezetimibe in their
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nhibition of hepatic 5',llrl'[|."L-ls;;r;.j:a'.'.'l:lfg'7'i|'v;1’-h .dﬂm,ﬂﬂﬂ?ﬁ(
lipoprotein, the precursor S tholesterol.
There are numerous metheds for  estimation
atorvastatin alone HPLC and In combination with
ather drugs such as ramipril, aspirin, telmisartan,
fenofibralo were reported ™.

Fzetimibe [EZT] Is chemically 1- (A-fluraphanyl) -3 (R)
[3- (A-flurophenyl}- 3 (5} - hydrosypropyl]-4(S)
{(Ahydroxyphenyl)-2-azetidione] Is alse a  lipid
ioworing apent. 1t reduces the blood cholesterol by
prevanting intestinal  absorption of cholesterol
wilhout altering absorption of trigiycerides, fatuy
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ABSTRACT

The present work describes o simple, ropid and rﬂ:l:ll‘iHiL'l-'e_lh'E reverse Pl
chromatography ( RP-HPLC) method for the simultaieous estimatle
(lscisil-Extend C), {250 = 4.6 mm. pachked with 5 pm} aml w mo
mixtures was used for the separation and quantification, The flow
derected by UV detector at 250 non. The retention tines were Tound Lo
developed method was validated accordimg to ICH guidelines Q2 I(FLJ:I pned foun :
10-100 ggimL for bath drags, The developed method was applied successfully for assay of
Atorastatin in their combined in-house developed dosage foims and i witee dissolution stadies.

KEYWORDS: Telmisurian, i vitrs, Atorsastitin, liqud chromatograshy { RE-HPLCY.

ase high performance liquid
o of Telmisartan and Ators gatin. C18 column
bile phase comaining Ruffer: ACN, 40260 wiv
cate was0.8 midmin and (he elu.c_m'; WorS
be 2,766 amd 5.383 mins, respectively. The
d to be lineas within the range af
f Telmisartan and

1. INTRODUCTION

Talmigarian blocks 112 wanconstrictor and aldesterong-
secreting effects of angiotensin 1 by selectively Blocking
the hinding of angiotensin [l ta the AT, reoeptor 10 many
tissues, such as vascular smooth muscle and the adrenal
gland. Telmisartan does nol bind to or block other
hormone receptors of ion channcls knowa o b
important in cardiovascular regulation,

Atonastatin selectively and competitively inhibits the
hepatic enmyme HMG-CoA reduclase. As HMG-CoA
reductase is responsible for canverling_!ihiﬁ-ﬂ-:r.&. Lo
mesvalonate in the chalesieral biosynthesis pathveay, Ll
sesult in a subsequent decrease in hepatic ;h-:rln:st:ml
levels, Decrensed hepatic cholesterol lewvels stimulates up
regulation of hepatie LDL-C receplors which increases
hepatic uptake of LDL-C and reduces serum LDL-C
concentralions.

2. EXPERIMENTAL DESIGN

11, Chemicals ard Rengenis: Telmisartan (94.43%) and
Atorastatin caleium {94.64%) were obtained rom the
Dr. Reddys laboratories, Hyderabad, Indsa, and Biocon
limited, Bangalore, India respectively as gift samples.
Water HPLC Grade, acclonitrile HPLC Grude, Orho
phosphoric acid (AR grade) and other mm_.gunllﬁluf! IPLC
grade were procured from Merck, Tablets (Telistaplus
400 were purchased from Indian mﬂﬂ{utlmnmmm_g 40mg
Telmiizartan and | Omg atorvastatin calcium per tablet,

12, HPLC  Instrumeniation  and  Copditions:
Quentitative HPLC was performed on an Younglin
Acme 9000 High pressure  liquid chromatagraphic
instrument for the andlysis, The instrument is provided
with selvent delnery wnodule with UV-detector and
Irertsil cxtended, ODS Rewerse phase column (250mm
¥ & fmm and 3p particle size). Manual injector and

window based Autochro 3000 softwars was wsed for 115
recording and snafvsis. A Sartorius electronic balance
wias sed for welghing the materials. Uwiis double beam
speciropheloneier 5L 160 with "“Spectra Treais”
s flwase,

2.2.1. Selection of mohile phase:

Pure drug of Telmisartan and Alorvaztatic calcium of
mixed stundard stock solufion (40pg'ml of telmisartan
andd T0pa'md ol storvastatin caleium) were taken snd
20l somple was injected in to RP - HPLC system and
vum in difTerent solvent systems. Different maobile phases
systems like Acetoniteile: Water, Methanol: water,
Acetonitmile; Phosphate buffer were tricd in order to
determine the best conditions for the effective separation
of telmisartan und atorvastatin calcium. The mobile
phose  consisting of acctonitrile and  potassium
dihydroegen Phosphate buffer, pH is adjusted to 3.5£0.03
in the rutio of {(60:40% /) was seleeted as it gave high
resolution For telmisartan and alorvisstatin calcivm with
minimal tailing,
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Method Development and Validation for Simultancous Estimation of telithromycin and
Ketoprafen by RP-HPLC
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ABSTRACT
The present work describes a simple, rapid, and reproducible reverse phase high p

liquid chromatography (RP-HPLC) method for the simultancous estimation of telithromycin

priormance

(TLM) and ketoprofen (KP). C18 column (chromosil ODS, 4 pom, 200 4, 0mm) and a mobile
phase containing phosphate buffer (0.05 M) along with |-octane sulphonic acid sodium sall

monohydrate (0,005 M) adjusted 1o pH 3.2: acetonitrile (45 : 55 viv) mixiure was used for the

separation and quantification. The flow rate was0 .8 mLAmin and the eluents were detected by

UV detector at 225 nm. The retention times were found to be 348 and 542 mins,
respectively. The developed method was validated according to ICH guidelines 2 (R1) and
found to be linear within the range of 73-175 pg/mL for both drugs, The developed method

was applied successfully for assay of telithromycin and ketoprofen in their combined in-

house developed dosage forms and in vitra dissolution studies.

Keywords: Telithromycin, Ketoprefen, Chromaosil
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Article Recerved o ABSTRALT
05 At 2020, The objective of the present study was [0 develop and validaie a novel

evised on 24 Apnl 202, B s o ' 0w i
Rcooalilion 15 i ay 2020 R P-HPLC method for delermination of Armodafinil in pharmaceutical

TR IS 0. | 61T dosage  form. Chromatographic scparation was epnducted  on
Shimadeu-2010 with the quaternary pump. symmetry-Cy column (4.6

I"d. X i I with photodiede arra
i A wm 1°d. X 150 mm. 5 pm particle sizes) and photodio ¥

Ranmikiishns Reddy dclector. Mobile phase consisted of Buffer and Methanol were mixed

Voesy in the ratio of 40:60 v/v, was uscd at a How rate of 1.0 ml/min and
Departmens of Chemistry, detection wavelength was set a1 225 nm. The retention time for

Cicveland Sune Liniversily,
Cleveland, OH 44115, LUISA
Amnreg Pharmacy College,
Kodsd, Telangana

Armodafinil was found lo be 3.20 min. The calibration was linear
(r'=0.99%) in the concentration range of 25 to 150 pe/ml. The limit of
detection and the limit of quantitation were found to be 0.6812pg/ml
and 1.9500pe/ml respectively. Recovery of Armodafinil in tablet

formulation was observed in the range of 99.67- 101.80%. Percentage assay of Armodatinil
was found 1o be 59 71% wiw. Thus the novel proposed method for Armodafinil was found to

he feasible for the estimation of Armodafinil in bulk as well asa pharmaceutical dosage form,

KEYWORDS: Armodalinil, RP-HPLC, Validation, 1CTH puidelines.
. gmes‘n MEW

INTRODUCTION sh Adepu
rrincipal Cum Directar
Armodafinil 15 2 wakefulness-promoting ngent for ol l'|1‘||'l'|1l1|"11ml']1,a:|h ""-.I‘II'ImL‘[ﬂ"m cgljsdencﬁ
wdanm, Sur,-ape'l B 213

i palb]
enantiomer of Modalinil which is a mixture of the R and 5- r.nanl.lmttl.ﬂ, 1{,911131111[:911*.' it 15 2-
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Method development and validation of paracetamol in bulk and tablet formulation by

UV-Visible spectroscopy
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ABSTRACT

A rapid, simple, selective and precise UV- Visible Spectrophatometric method has been
developed for the determination of Paracetamol in bulk  forms and solid dosage
formulations. The spectrophotometric delection was carried oul at an absorplion maximum of
200 nm using methanol as solvent. The method was validated for specificity, linearity, accuracy,
precision, and robustness. The detecior response for the Paracetamol was hincar gver the
selected comcentration range | to 7 pg/ml with a correlation coefficient of 0.999. The
accuracy was between 9992 & 100.94%,  The precision (R.S.D.) among six sample
preparations was 0.30% (Intraday) & 0,59 % (Interday). The LOD and LOOQ are (480
and 1457 ug/ml, respectively. The recovery of Paracetamol was about 100.264%, The
resulis demonstrated that the excipients in the commerctal tablets did not interfere with the

method and can be conveniently employed for routine quality control analysis of

Paracetamal in bulk drug, marketed tablets and other formulations.

Keywords: Paracetamol, Spectrophotometric and 1CH Guidelines
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ABSTRACT
Article Received on . 1 | |
2l am: 2008, Aim of the present work 1s to formulate
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DOL: 10.20959/wipr20] 56-113%

. R - .
b i |- - He .
cabidnmnmEntizpndpd r’:.--.:-.-all_-ullnu coifiprasslom-coatihg-pulsatie-delivery-natural-apnithetsic-polymers himl RN



) Chock far uzdates

CRe this! M50 Age, 7082 12 Sras

o dd

Recened 215t December 2021
Lerephed Ytk Muarch 20027

DO 10 1059dlra09a Gt

iy
i

ROYAL SOCIETY
OF CHEMISTRY

Larvicidal and histopathological efficacy of
cinnamic acid analogues: a novel strategy to reduce
the dengue vector competence

P, Maresh, U7 R, Rajesh Kumar,” H, N, Vishwas,™ Gopalan Rajagopal.® T, Prabha®
and 5. Jubie 5

Backgrocnd, A novel strategy S.ch &5 conjugation of aming. Schiff's bases, and thiadiszole maieties 1o the
cinnamic atid ALclews Fas hoen adopted in this stady Lo discover oew molécules thet Laegel the dengue
envelops protein (DENYEL Afm: Amiong the difirent domains of dergue s envelops protein (PO 0
LOMEL we have selected 2 ligand- binding DOmain for cur struciure-based drug desig Vi clesti gt
eompounds have sk beee docked Jganst DENVE proteifl. Methodmiogy: Based on the M sllco results
and synthatic teasibiity, thiee differsnt sehemas wee User to symihesze twenty-thees novel cinnarmic
scid derhvathes Sel-hnder ascertaingd ther novelty. Tne syningsized dervatives ware congstent with
thefr  aitigned “spectra The compoents were further evsuaiad for their |eedckdal actedy and
histapdlhalogal anahysls. Mullsls tnoar regression analysis was pesformed 1o derive e CaSAR madal,
wehich wis fLrther eoaluatéd inhemally and externally for Lhe prediciion of activity, Resuwlls and discussion
Four compounds n.a;'-"u!l:,' CAZ CA 54 ACA A, @nd CATH 2 effecivehy showed laricka activity after 24,
4B, and 72 b exposure’ particutsy, compound CAZ showed potent lanicidal actaly with Lis, of 32,15
ug il 6534 pg mi!, and 38.68 jg ML retpectivety. wheteas EMermitient stages, causgs of abicess
i the gut, and siphon regions were obiered 1hrough histopatnological swdies. Conchusor D sudy
ideniified some novel chemizcal scaffolds as effective DEMVE hibitors with effcaclous anticipaied

B Ec-athances

1. Introduction

The primary carrier of vimuses that eause dengue fever, Aeides
aegypti, is found in vast arcas of the rropics and subtropics.
There are currently mo known thesapies for dengue fver.
However, standard fever meatment is available {nursing care,
Muid balance, clectrolytes, and hlpod clotting param_ters]- A5
2 result, the only way to reduce the prevalence of this disease i
by mosquitd management, which involves infermupting the
disease propagation cyele by attacking mesguite lamae at
breeding sites, Besides vector eontrol, a recently authorized

dengue waceing immunizes against all four serofypes. Deng=

vaxin is Sanofl Pasteurs (Paris, France] chimeri vullow fever

spegartment of Mhanaareutical Cheméitry, f55 Collepe of Pharmecy, 55 -"-W"'-ﬂ.'l' af
Higher ffwoating and Besearch Gty Teawinady, fmfi fanai UL TLEFETE S
(r Weh- Rerpsoievar frusded inf .

“Reperimeal u_r#h.crnunwaiu.'mr-'hlm'u;_r,J.:-‘.r Collaye of Phamady, MR Acadimy
af Higks Edugation and Reisarch, Doy, Tominadt, findiz

e prdmRL uf Fharmary Precure, [55 Collrge of Phanmay, S5 Arodauy of Highes
Eduraginn end Researth, Oy, Taewilrad, fmdfa

4 prsggrasduais i Fesearphl Drperemsent of Zoalogy, At Bedlar Joeeki Asiibgl
Coilege, Stwabms, Farmélmagi, nidta :
Segrnriment l1_|r.l-'|l'ﬂ-"l1n'|'-:'l'lll:l'-:‘ﬂl Chimiry, deadhs Coltege ﬂj".l'-'.'r.:l.rrnnj,-, ,q_gﬁ'.emg fa
The Tamiwaty U MG Meicel Uiriversip-Choanai, Saode, Tanlnody, i

n3 The ALlboeisy. Pulished B the Aoy Socisty of Chermisry
& ;

pharmacckinetic prohlos, sehch cas e o ifien furthear,

dengueetrmalent dengue vaccine (CYD-TOV), the first and
only of its type, and has been registersd for use in 19 countries
but is only svailable in 18,2 of them. in addition, several phase
1l and phase 11 trinls have resulted in specilic wacginge restric-
riong, such a8 CYD TDV being delivered exclusively to those wha
fave previously been infocted wish dengue and bive in endamic
regiong '™

Presently around the world, dengue Is endemic in 112
eountries. Mostly in tropical and subtropical areas, cach year;
30-100 million individuals are infected with DENY, resulting In
ncarly 5000 severe Jife-threatening dllnesses and 25 000
deaths,™ One attractive approach could be the nterruption of
the virus replication at an early stage of attachment.® DENV
enters the cell by recepror-mediated endocytosis Followed by
viral E protein-mediated membrane fusion. Membrane fusion is
a major molecular event during viral entry into the host cell® E
[ervelnpe) protein g a cignificant component of the virion
gurlnoy, plays an rspential rale in hlrld'il:'l.E tnn the hose receptor,
pad assises vines fusion,” Among the three domaing presenc in
the E protein, the hinge region moverment of domaing Tand N
facilitates the Tusion process.” Upon lowering the pH, the B
protein undergoes significant conformational changes in the
hinge region, springing upwards to bring the fusion peptide
closer o the host membrane for fusion o occur. Small

JSC A, 077 12 arSs-oRut | OF9R
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Simultancous Determination of Dolutcgravir and Lamivudine in Human Plasma
by LC-MS/MS

‘Banothu Bhadey® | ¥, Venleata Raa® and Suryadovara ‘ﬂdradh:r-"'

“Resean Schalar Advasm Magomvs Uisvesity, Gonter, Avgtveprodd, i
“Deporames af Prormaossros! enss, Chetmbe Mangminioh feesiists of Frmamatingd Sieecm,
Chodrirmeyunm. Ehmdanran Gune bndbapmderh, 512047,

Abstract: A rapld, simple, sersitive and seloctive LC-MSIMS method has boen developed and salidated for quantf cation ol the Dalutegrasic
and Lamivudine in phsma samples, The aralyticl procodure inwohes o bouidliquid eraction methad using Emtriciabine 5 iniermal
sandard (I5). The precision and sceuracy dats have to fullil the requirements for quantfication of the anlrtes in biclegieal marrices ta
generate datz for bicequivalenss snd biwailabilic (rvestgatons, The chromategraphic separation was achioved on s Hypisrity Adwance [45,
50 imem, Bp) eslumn uking & mobile phaso consisting of 9. 1% lermic acid buffer—acatasirde (QOB0, %uivl ot {ow rate af 0.8 milfmin. The AF-
4000 LE-MEHE was sparsted in the mukiple-reacton monitoring mode wsng ekcoraspray onization, The tatal run time of analysis was 3 min
and elutian of Dolutegravir, Lamivudine and Emtricitabine (15] orcurrsd ar |06, 184 and 092 min, respuctively. A decied validacion of the
methad was perfarmed as per the US Foed and Drue Admentsiraton guidelines, The methad was walidwied in terms of Enzariy, accuracy,
precision. specficiy, limit of Setection and imi of quaniaoon The sandard curves found t be linsar in the range of 810-300 ngiml. los
Doturegravi- and 20.2-6026 ngfml far Lamivuding, with a coeffcent of carralitien of =059 far bazk the compaundi. Delmepravir and
Lamiruding were fousd o be teable in 3 plams stabibey soudies, vie, bereh-top, autcsampler, re-ngoction, we-extract and reprated fraaze—
thaw cyeles. The coefficient of varition was =1 5% for intra-and inter-batch assays: The assay i sultabie for pharmacokinedc study samples as

demensirated by its speciicity, precision, agcuracy, recovery, and stability characteristics.

Keywords: Dolutsgravir and Lamwuding: Emtncicabimne; plsma; Medhiod validapior: LE-MSMS; Pharmacokinetics
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Simultaneous Determination of Delutegravir and Lamivudine in Human Plasma

by LC-MS/MS
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Abstracts A rapH, simale, sansitve and selecive LE-MS/MS mathod has baar developed and validated for quanti? cation of the Dolategravis

and Lamivuding in plasma samoles. The analvtical procedure involves a Bouid-ligus extracrion method uzing Emericiabine as an isernal
srandard (15). The precision and accuracy data have ta fulfill the requiremencs for quandSzatian of the ansiytes in bickegical macrices to
generate data for bloequialence and bioasailabiny rvestigations, The chromnisgraphic goparation was schiovid on 3 Hypurity Advance (4 b
50 mm, Sp) column using @ mobile phase conststing of 9.1% formic asid bulor—acatenitrle (ZREE0L Retv) a0 Tow rate al 08 mlimin. The AF-
4000 LG-M5HS was oporated in the multiple-reaction monitaring modn wiing plectrespray ioniation, The tamal run ome o analyss was 3 min
and dudon of Daluesgravie, Lamivudne and Emerickabine (15} occurred s 1,06, .84 aad 0.91 min, respectively, A deciled validatian of the
methad wiz pararmed as por the U35 Food and Drug Administration guidelines. The methed was vabdated in teema ef linmariny, accuracy,
sreckion, specificity, limit of detection and limit of quancisation. The standard curves found ta be hneas In the range of 0.10-10.0 ngimL for
Dolutegravir nd 2026016 ngfml for Lumivudine, with 2 coelf canc of correlaian of =049 far beth the compounds. Doliregravic wnd
Lamivudine were found o be stzbie in g plasma stalaey soudies, vie, Lenth-top, sutasampinr, resinjectinn, Wel-ExIract anvl repeited freste—
thaw cycles. Tha coeflicient of vartation wa =15% for intra- and inter-banch asays. Tha assay 4 suitabibe for pharmacokinetic medy samples as

demenarrated by ies specificicy, precisian, ooouracy, feoaveny. amd srmdiling charprreristics

Keywords: Daluagravie and Lamivudine:; Ermericitabine: plasma: Methad validation; LC-MS/ME Prarmacakinetics
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Development And Validation Of Sensitive LC-MS/MS Method For
Determination Of Doravirine In Human Plasma Samples

Banothy Bhadru'’, V.Venkata Rac! and Suryadovara Vidyadhara'

‘Repsarch Suhokar, fehorpo Mogoguog Wnivererp, Ganie, Andieapredeal, fadia
.'thment ur’humuw dnpe, Chasoiy Hanemaiah (mowie urf'lmurmllrd SCanneL Chosd e oL o, Chowddvarom,
Gumtwr, Andhropracizsl bwka-5 22014,

Abstract: Daravirine is 3 non-nucleoside reverse transcriptase inhibitor o use in the treaument of HIVIAIDS. A simple, rapid
and tensitve liouid chromatography with tindem mass spectirometry {LC-MSIMS) assay mothod has been propesed for the
determination of Doraviring in human plasma samples using Diplavirding a2 incernal standard (1%). Analyte and tha. 15 were
sxrracted from the 100 pL of K2 EDTA human plasms by Sclid Phase pxpraction {SPE). The chramatographic separaton was
achieved on 1 Zadac ©18 column by using a mixture of Mathanol and 0.1% formic acid buffer (B5:15, wiv) as the mabile phase
at 1 flow rate of 1,0 mU'min. The calibration curve obtained was finear (F-0.9%) ever the concentralion range of 0.15 = 40.4
ng'ml. The Mass detection of Doravirine involves miz-426.5 (parent) and 1123 (product) and Delavirdine involves miz - 457.2
{parent) and 3611 {product) as internal standard in Positive fon mode Method validation was performed as per FOA guidelines
-nd the resuls met the acgepeance criteria. The intra=day and inter-day precision [REV) and aceuracy results in three validation
batches across six concentraton levals were well within the accepiance lirics. A run time of 2,00 min for each garmple made it
possible o analyze more number of camgles in short dme. thus increasing the productivity, The assay was found to ba
sensitive, selective and reproducibile.

Keywerds: Doravirine. Solid-Phase extractan, human plasma, Yalidation, LC-MEMS.
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Development And Validation Of Sensitive LC-MS/MS Method For
Determination Of Doravirine In Human Plasma Samples
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"Repenechy Sehalr, Achan Maporune Uiy, Guamr, Anchmpendeih, lnda

‘Deparimont of Fiommecestonl andyst, Chebrals Panimaod hsiue af Pharmocevsical Scienget, Charcrd Tl
Guarur, Andhrenradest, ndo. 220808

dawamm,

Abstract: Deravirine 1§ 3 non-nucleasids raverse transcriptase inhibitor for use in the weatment af HIVIAIDS. A simple, rapid

and sensitve liquid chromatography with tandem mass spectromecry (LC-MSIMS) assay mcthed has been proposed far the

determination of Doravirine in human plasma samples using Delavirdine as internal seandard [(I5). Analyte and the 15 were

extracted from the 100 pl of K2 EDTA human plasma by Solid Phase exrraction [SPE), The chromatsgraphic separation wat

achisved on 3 Zodiae C18 column by using 3 mixoure of Methanol and 0.1% farmic acid buffer (85:15, w) a5 the mabile pleage

ar a flow rate of 1.0 mb/min. The calibration curve obuzingd was knear (F'-0.99) gver ths concentration range of 015 ~ 404
nafml The Mass detecdon of Doravirine involvas miz-426.5 (parent) and | 125 [product) and Delavirding invalves miz - 4572
{parent) and 362, | (product) as internal standard In Positive kn mode. Method vahidation was perfarmed as por FDA guidelines
and the results mer the acceptance criteri, The nor-day and witgr-day pracisien (RO} and accuracy resulies in three vahidation
harches acrots s concentration levels were well within the acceptance limits. A run time of 1.00 min fer each sample made it
postible o anzlyze more number of smples in short rime, thui Increasing the productivity. The assay was found wo be

sensitive, selective and reproducble,

Keywords: Doravirine, Salid-Phase extraction, human plasma, Validatian, LC-M5S/M5
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DEVELOPMENT AND VALIDATION FOR HIGH-PERFORMANCE MASS SPECTROMETRY

METHOD FOR DETERMINATION OF BALOXAVIR MARBOXIL

MATRICES

IN  BIOLOGICAL

Banothu Bhadru ~ ', V. Venkatla Rao*and Suryadevara Vidyadhara '

g‘:hﬂ'r}m |:“"I‘-l-l'--';”'_j HERIEY Unium'sit-_.,.- ', Guniir - 522510, Andhra Pradesh, India.
eparimnent :El Phammaceutical Analysis ! Chebrolu Hanuwmaiah Institete of Pharmaceutical Sciences,
Chandramoulipuram, Chowdavaram, Guntur - 522019, Andhra Pradesh. Tndia.

Keywords:

Haloxavic marboxil,
Fuman plasima, HPLC-ES1-MEME,
Dicanelysis
Cnrrc:p-nnd.cnc: i Aot b
Banaiha Bhadru

Research Scholar,

Acharya Nacatjuna Liniversity,
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ABSTRACT: The validated protein precipitation method was applied
for the estimation of Baloxavir marboxil in human plasma with
Oseltamivic s an intemal standard (ISTD) by using HPLC-ESI-
MS/MS, The chromatographic scparation was achieved with 0.1%
formic acid in combination with methanol (25:75 v/v) using the Cy
column Ascenfis Express (50 mm = 4.6 mm, 2.7 pm}. The tatal
analysis fime was 3 min and the fMow rate was sct o 0.6 mb/min, The
mass transitions of Baloxavir marboxil and Oseltamivir abtained were
mfz §72.6-+2503 and 313.2-3269.1. The stamklard curve shows a

corrclation coefficicnt (') greater than 0.9983 with a mnge of 5.00-

E-mall: bonthuphdbsdrsigmail.com

INTRODUCTION: Influenza virus can rapidly
spread in populations and are responsible  for
ceasonal influenza epidemics around the world
every year ' Influenza virus infection can lead to
serious and fatal outcomes, :Hpeuiali;,' in elderly or
immunocompromised  patients Although,
influenza vaccination represents the key option for
preventing influenza virus infection and some
strategies have been investigated to  pptimize
immunogenicity by exploning new VACCINES,
vaccination doses, hming or adjuvants, its benefit
in immunocompromised individuals is somewhal
cantroversial . Additionally, vaccinc mismatch
has frequently cccurred hetween the vaccine stiain
and the circulating strain .
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L0000,00 pg/ml using the linear regression model.

Therefore, anti-influerza drugs play an important
role in the control of influenza virus infections
especially for patients with or at risk of severe
infection and complications.

Currently, neuraminidase (WA) mhibitors are ihe
most widely used class of anti-influenza drugs °.
However. the emergence of influgnza viruses
resistant to NA inhibitors is an issue of concern ',
in addition, previous clinical studies have indicated
that NA inhibitors must be administered within 48
hours of the onset of symptams . This is difficult
to do because diagnosis is often delayed " Thus,
novel therapouties that can extend the therapeutic
window is needed if treatment is started from more
than 48 h after the onsex of symptoms. Toward this
aim. the rtecent availability of high-quality
ctructural information of the influenza virus RNA
polymerase complex " hag led to the development
of antiviral drugs that target the enitical roles of the

proteins imvolved in virs replication il
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Selesipag-h was S03.70 -+ 344,30 miz. The standand curve shows coerclativn vuefficent {r} preater

|,1||I1|,~|,| [iar gehisipdion ol Sl
s The 4'hr\-||n'u|:lll|;l'.:l|ll1il.2 k1=l
it d8 Ao Uarsate gpdled dby tB0: B vl using the CORTECS C (i COLLUMM (I
analvais s wis 1 min and Aow rae was sel i 0,5 mimin.

iy i liaiin plisma wilh Sclexipug-[6
arstian wis achiveed wilh Aceaniirile;
¢ 4. mm, 2.7 p). The tetal
my (API} pashive mixle
030 — 144 70 miz and

han 0,999 wilh a

Dieleetion wmi done by wrboiuasp
redd minsses for Seleripag were 40

ihe avgmi

range al A0 2560000 ppiml wsing the lnear negnesdion el
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Polmanary arterisl hyperiension (FATMY s lemodynunis
and partophysiniogicsl condition affecting the palmanary
ariericles and characierized by progressive increases in
pulmonary vossular resislanes and  pulmonsry arlery
PFEEsUNe, u|1'i:|uu|.-:EF- beading b right hear Filure ond
premature death Y Recent therapentic opliors hiave
significantly improved the lang-term owtcame af paticnis
with PAH. bul PAH remabis o disesse with o poar
prognosis 11

Reduced expression of prostacyelin synthases in the lung
and reduced levels of prosmeyelin are key [eatures of
PAH. Prosiacyclin is produced by endothehial cells [rom
prostaglandin H2 (PGH2) by the eneyme prostasyclin
gi,immg,:_ Prosscyelin is o potenl wasodilator amd also hax

angi-proliferative, antithrombatic, and  anti-inlammatecy
ed wilh vasoconstricticn,

effects. As PAH is associal

praliferation, and thrombasis, There is & strong rationale
for using prostacyclhin freaimenl. Restoration of 17 receplof
sipnaling using prostacyclin Feceplar {1 recoplor) ngonists

is an cifective stralcgy in the isewment of the disease
14

I, orally available, long geting [haiflife
tive 1P receptor aganist thal
palhway Sclexipag 15 8
ne derivative with o chemical strocture
d to pm:'.l:li:j‘l;l:in and itz unalogues (o g

Selexipag 1s @ nove
of 6.2=13.5 h), highly selec
targets  the prostacyclin

diphenylpyrizi
{Figure 1) unsciate

it lacks the 1llyrrjcal eyclopenane 1ing ol prostacyclin
-ilﬂal-'l.:l];l.ﬂ.'!ijlls.l .|- .
Selexipag [Fig:l) & 3 sulective nun-;!-msuum.d 13
prostacychin reeeplor agonist, The chemical rame ol
selexipag i 2o =[50 diphenylpyrazin-1-
yl}[impmpyljlazmnuihuinnﬂ-H—:&mlhyisuli‘unyl]

polecular fonmula pf Cay [132MA045
4 a mrle yellow grystulling powiler
n water, In the solid slate
hygrascopie, urd 1s nal ligght

acetamide, 11 has a1
of 406,62, Sclexipy i
(kat i practically insotuble i
selexipag if.:zm" siahle, is not
gensive B

UV-VIS spectroscopy’ -
o for detesmination of

Literature rewicw shows that
PPLCT™ methods were Fepore
selexipan in pharmucetlical formulations and AoRE of the
methods were reported for detcrmination of selexipag in
biolopical samples by LO-MS/MS using deuterated
internal stancland,

The present investigntian FEpo
sensitive, precise LO-MSMS me
Selexipag in plasmi based on the I
The «eveloped method was v
puidelines ™7,

e @ simple & simple,
ihod fer the anplysis of
LE with ethyl acetase
fidated us per FDA

MATERIALS aMn METHODS
Materials:
Chemical Hesonrces
Selexipag (5P) and Selexipag-DH (SPIS) (Fig:1.0) were
procured from Helero Pharmaceuticaly, Hyderabad, India.
Water (HPLC Grade), Amimonium acetate, (analytical
grade] were purchased from Merck, Mumbai. Tndin.
Acetonitrile (HPLC Grade), Methanol (HPLC grade)
Fibwl ncetate (HPLE grade) wer golitned  from LT
Auker. USA. Human plasma wes progured from Clinim
Rlood Rtank, Hyderabad, Milli ) water was taken from
tlye in-house Milli-C) system,
Instrument Hesources
An APl 4000 HPLC-ESI-M5MS  system {Applicd
Bipsystems), 1200 Serics HPLC  system  {Agiient
Technologies, Waldbromn, Germany], dain sequisition aed
pracessing were accomiplished using Aralystd Sullwars
I.4.1
Mlethioids:
Chromatepraphic conditions
The chromntographic separion wis gehicved with 0.1%
fapmic oeid in combintion with peciontrite (30:50 wiv,
gave the best penk shape amd low baschng noise was
ohserval using the CORTECS C1H COLUMN (100 4.6
man, 17 i), The tot] amlysis e was 10 mn anid Mo
gale wis &2t 05 mlfmin, The temperaiare was 5el 1@
AIFC for e columy oven, The sumple volume [or the
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The validaecd iquid-liguid extrction method was spplicd for estimetion of Selesipay in huma

n plasma with Selexipag-Di
achieved with Aceianil e

as e inbenaal 2 : o i &I {on was
stanslarsd (IATTH by using LC-3MEMS. Tl chruasoprephic separa o 5 .6 s, 2.7 il The sl

[fhmM Anemonivin farmate p A 0 80: M, wiv) using the CORTECS C1E COLUMN (]
amalysis time wis 10 nin and flow rate was sei ta 0.5 miinin. Deection wirs done by wir
with wnit resodution. Quantitication was by MM, where the acquined masses for Blexipiy wers
Selexipng=06 was 500,70 =5 34420 mée The standand curve shaws correlation cos

boicspray AP posilive mode
A5R,20 —v 14420 miz and

Ficlent () greater than 0899 with

rnge of 10.00-25600.00 pg'ml using 1he Hisear regression mude!

Keywerds: Selexipag: Human plagma; LC-MSMS; Baoanalyses
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Fulmonery arerisl hypensosion (FAH) is a bamodynamic
and pathophy=ziakogical comlition alfecting the pulmonaey
arievioles and characterized by progressive increases in
Pu|n:r|.'|||:|'}' vascuiar resiEance  amd |11.||1r|ur=r_'r nineEry
rEssire, ullimu-.li.-' leading to right hear™ failure and
presuanare death 'Y Recent theeapewtic options have
sipnificantly improved the long-term owiconw: of Ftients
with PAH, bw PAH remains a disease with s posw
prognasis M,

Reduced exprossion of prostacyelin synthases in the lung
and reduced levels of progtacyelin are key features of
PAH. Prostacyelin is produced by endotkelial cells fom
prosiaglandin HZ {PGH2) by the erzyme prostacyclin
synihase. Prostacyelin is a posent visodifator and ilser has
anti-preliferazive. aniitlwombotic, and and inflammacory
affects, As PAH s associaled with wagoopnsELislion,
proliferation, ard thrombosis, there is 4 sireng raticmile
far using prostacyelin tearment. Restaration of IP receptor
sigraliag using prostacyslin raceptor (IP receplor) agonists
i g effective strategy in the treatment of the discase

141

Selexipag is a navel, orally availsble, burtig acting |"h_ﬂ|f-l|l'r
af 6.2-13.5 h), highly gelective TP receplor agonist tha
tergets  the prosacyclin pallway. Selexipag 15 @
diphenylpyrazing derivalive with a ul:n:.m:uul slruciure
{Figure 1) unrelated o prostacyelin and its anatogues (e,
i1 lacks the typical cyclopestane ring of prostacyclin
arm}nguﬂ]m" i :
Selexipig (Figl) s & seleclive nnn-gmmﬂmd P
prostecyclin receptor agonisl, The n.-h_u:mwul nime of
selexipag i 2. {415 B-diphenylpyrazin-1-
3.-[][isupmp}ri]iminﬂlbulnuﬁ-ﬂ-é|=1.¢I!L5-'I:-iulﬁ:||i:,'|:| :
scetamide. [t has 2 molecular formula of Cy, HIZNAD4S
of 40662, Selexipag is 2 pale yellaw crystallise powder
that iz prnctically ingalnble in walr, r_n the solul staic
selexipag is very «table, is not hygroscapic, and 13 v ligh

P-I%

o |1
sensifive 1

Litcrulure reviaw ghiws  thal LV-VIS Hh:cll.n}iﬂ_?m'm'.
HPLE™ methads were reported for delerminatian afl
slexipag n pharmaceusicl F.'Im'll.zlahn_lﬁ and nene of the
methods were reported for determinabion of selexipag in
hialogical samplkes by LC-MS/MS using deuterated
imermal sandard, _

The present investigation reporis 8 simple 4 simple,
sensitive, preciss LC-MS/MS methad for the analysis aff
Selexipag in plnsma based on the LLE with iyl asclate,
The develpped method wos  validsied as per [
guidelimes 'L

MATERIALS AND METHODS

Mlaterials:
Chembeal Resouroes
Selexipag (81 and Selexipag-D6 (SPI5) (Fig: 100 were
procared {rom Hetere Phurmaceuticals, Hyderabad, lidia.
Water (HPLC Grade], Amrnonium acetabe, (anabytical
grade) were purchased from  Merck, Munhai, India.
Aceronizrile (HPLC Grade), Methanol (HFLC gradel,
Eihyl acetsie (HPLC prade) were obtwined from 1T.
Baker, USA. Humen plasma was procured from Chnem
Biood Blank, Hyderabad, Milli @ water was 1aken from
thie in-louse MilH-G) system.
Instrument Hesparees
An APE AD00 WPLC-ESI-MSME  sysiem  (Appiled
Biosystems), 1200 Series HPLC system  {Agilent
Technologies, Waldbronn, Genmany), data acquisition and
processing were sccomplished using Analysil Software
| 4.1

fid i hods:

Chromafographic conditivns

The ¢hromatagraphic separation was achieved with 0%
jarmic ack! in combination with acetontrile (3050 wv,
gave the best peak shape snd low baseline poise was
observed using the CORTECS CI18 COLUMMN (100 x 4.1
mrn, 2.7 p). The total analysis time wis 10 min and flow
rabe was gl o 0.5 ndlfmine The memperaiure was 3¢ 10
40°C for the colw wen, | . c

0°C o eﬁﬂ”’; en. The sample volume for th
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Reliable Mass SPECtrumetry Based Method For Quantitative
' Analysis Of Tecovirimat

Banothu Bhadru™ |, ¥ Venkata Rao® and Suryadevara Yidyadhara'

Pesparch Schalar, Acharve Mopadeng Wnieriey, Gumiur, Anatvaneadach, fndu
“Bepatment of Pharn acewie anolv Chetvisds Haswnaioh bstitute of Phomaceusioal Sciences, Chandremoubiuan, Chisdevaramn, Suntur,
Andbrapeadith, nca. 512079

Abstract: T“*-""":"i[""i'l priwents viral egression from the cell by inhibiting protein P37 or its ortholog in orthopox virusas, This
results in blocking viral dissemination in fosts. A simple, specific, sensitive LC/MS/MS methad for the quantizstion of Tecovirimar
in :_:pﬂ-:ed plasma with Penciclovir a5 an mternal standird by wiing UPLC-ES-MS/MS. The chromatographic separation was
achieved wich 10 mM Ammeniym acstace buffer (pH 4.0): Methanol: Acstanitrile {20:40-40% viviv) wsing the CORTECS CIE, %0
A 27 pm, 4.6 mr X 150 mm analyticsl column, The total analysis time was 4.0 min and flow rate was ser 1o 0.5 mlimin. The
Imﬂ mﬂiltfm: of Tecavirimat and Penciclovir obrined were miz 377 1F188.1 and 254, /152,01, The method was fully velldated
or |t sensitivity, selectivicy, decuracy and precision, matrix effect, recovery, and stabiliy. The curve indicates correlarion
coefficient () was superlor than 0.%98 with linear range of 0.03-48.0 ng'mL The intr- and inter-day preceion and relitive
errof were all wichin 10 %, Despice achieving high mean recovery (B0 %), no interference peaks or matrix effects werg
observed An aceurate and repraducible novel bio-amalytical meethod was fabricated for estimation of Tecovieimat in plasma
mamples by UPLC-ESI-MS/MS will be used for regular analysis and spproprivie for therapeutie drug monitoring. The method
permits laboratery sciantists with access to the appropriste instrumancatlon e perform rapid Tecavirimat determinatsn.

Keywords: Tecovirimae; Spiked human plasma; UPLC-ES-MS/ME: Bicanalysis.
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DEVELOPMENT AND VALIDATION FOR IIGI-PERFORMANCE MASS SPECTROME TR
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FOR DETERMINATION OF
MATRICES

BALOXAVIR

MARBOXIL N BIOLOGICAL
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Depanmment of Pharmaceutical Analysis * Chebrole Hanumaiah Institute of Pharmaceutical Sciences,
Chandramoulipursm, Chowdavaram, Gumtur - 522019, Andhra Pradesh, India.

Reywards:

Balosavir warboxil,
Human plasma, HPLC=E51-MS/M3,
Bisanalysis
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ABSTRACT: The validated protein precipitation method was applied
for the estimation of Balexavir marboxil in human plasma A
Oscltamivir as an internal standard (ISTD) by using IIP_LC-hSl-
MS/MS. The chromatographic separation was achieved _wnh
formic acid in combination with methanol (25:73 wiv) using the Ty
column Ascentis Express (50 mm * 46 mm, 17 pm). The total
analysis time was 2 min and the flow rate was sel 10 0.6 rni.nfrmn The
mass transitions of Daloxavir marboxil and Oseltamivir obtained wers
miz $72.6—250.3 and 313221691
correlation coefficient (£°) greater than 0.9983 with a range of 5.00-
LO000.00 pe/ml using the linear regression model.

with

0, 1%

The standard curve shows a

INTRODUCTION: Influenza virus can rapidly
spread in populations and are responsible for
seasonal influenza epidemics around the world
CVCry yoar | Influenza virus infection can lesd to
serious and fatal outcomes, especially in elderly or
immunecompromised  patients ., Although,
influenza vaccination represents the key option for
preventing influenza virus infection and some
stratcgics have been investigated lo optimize
immunogenicity by exploring new  vaccines.
vaccination doses, timing or adjuvanis, its benefit
in immunocompromised individuals is somewhal
controversial ¥, Additionally, vaccine mismaich
has freguently occurred L:imwecn the vaccine strain
and the circulating strain °,
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Therefore, anti-influenza drugs play an imporiant
role in e control of influenza virus infections

especially for patients with or al risk of severz
infection and complications,

Currently, neusraminidase (MA) inhibitors are the
most widely used class of anti-influenza drugs °.
However, the cmergence of influenza vimsc_lx-i
resistant to NA mhibtors is an 155ue of concem .
In addition, previous climcal studies have indicated
that NA inhibitors must be administered within 48
hours of the onset of symptoms ¥, This is diffieult
10 do because diagnosis is ofien delayed %, Thus,
novel therapeutics that can extend the therapeutic
window is needed if treatment is started from more
than 48 h afler the onsct of symptoms. Toward this
aim. the rtecemt  avallability of high-quality
siructural information of the influenza virus RNA
polymerase complex ' has led to the development
af antiviral drugs that target the eritical roles of the
proteing involved in virus replication '
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Abstract: Tecovirimat pravents viral egression from the cell by inhibiting protein P37 er its artholag in orthagox viruses. This

results in blacking viral dissemination in hosts. A simple, specific, sensitive LC/MSIMS mathed for the quantization of Tecovirimat

in .wlkﬂd prl.lll"l\l with Pml:ﬂ'_iﬂk"l as an internal standard b.r uﬂn& UFLC-ES'-HSlIm Tha -::hrarrm'l.ﬂg“'F‘h-'t i""F"?“t'“‘“ WEE

achieved with 10 mM Ammanium acetate buffer (pH 4.0} Mathanal: Acetanitrile (20:40:40% wiviv} using the CORTECS C18. 50

A LI um, 4.6 mm X 150 mm anakytical column. The coml a.;niirsis fimie was 4.0 min and flow rate was set to 0.5 miimin. The

mass transitions of Tecovirimac and Panciclovir obtained were miz 377, 1/188.1 and 254.1/152.1. The meshed was fully validatad

for its sensiivity, selectivity, accuracy and precision, matrix effest, recovery, and subiliy. The curve indicacas correlation
emefficient (1) was superior than 0.998 with linear range of 0.03-48.0 ngml The intra- and inter-day preciicn and relative
errer were all within |0 % Desplee achieving high mean recovery (=B0 %), no iterlerence peales or matrix effiecs were
observad. Aa zccurste and reproducible novel big-analyrical method was fabricated for estmation of Tecovirimat in clasma
gamples by UPLC-ESI-MSMS will ba used for regular analysks and appropriate for therapoutic dreg monitaring. The method
parmics laboratory scientists with access 1o the approprizte sutrunieiaticen o aerform rapid Tecavirimar determination.

Keywords: Tecavinmar; Spiked human plasma; UPLC-ES-MS/MS Bicanalyis
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ABSTRACT

Background: A simple, refiable and economical method was used for the study of imatinib
mesylate, The optimized chromatagraphic conditions were determined by using a C1B intersil oDS
(250 X 4.6 mm X sum) and a mobile phasa containing phosphate buffer (pH 2.0} Acatonitrile:
Methancl (40:30:30) viv was pumped st 1 miimin flow rate. The injected sample valume is 20 plL
. and the analyles were gluted at 254 nm.

Results: The Retention time ol imalinib mesylate was 3503 minutes. The system suitability
percentage RSD of imatinio mesylate is 0.27. The Assay of imatinib mesylate was found to be
g0 47%.The imatinib mesylate LOD, LOQ values of were found to be 0.901 and 2.73uglml.
Regression equation was found 1o be y= 96.58x + 10.75 farm linearity calibration graph. Imatinit
mesylate was degraded in acid and peroyide stress conditions, and no degradation was oblained in
pasa, photolytic and thermal conditions.

Conclusion: The relisble UPLC mathod validation data observed that which can be used for
analyzing routine quality contral, The method is sconomical due to the run time is reduced, which

can ba used in reqular quality control 1251s in the industry.

___.—-—'—'_'_-—_ Lk
: Hﬁ.ﬁ'-'p o
" Eassarch Setnlar, {{he-ﬁln 'E“" :
® A ssociate Professor. : : Bty T e
£_mait mehuipael phamacy@vmall.com, (818 D=
‘Ta“ﬂﬂfrﬂm ﬂul'h'"ﬂ-r h Ii:l:ﬂtﬂi_&.ﬁf
AP g ®

NS o

ke




Research J. P, aved Tock, 14{10): Ociober 2071

[SSN  0974-3618 {Print)
0974-360X (Online)

ARTICT

NRIET

www.rjpronline.org

A Review: Method Development Validation and Degradation Studies of
some Anticancer Drugs
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ABSTRACT:

This artiche reviews the various analytical methods re sp far n the literature for the ﬂﬂmiﬂf‘lim qu
suability and impurity profile the lenalidomide and palbosislib antl cancer drugs in single er cambinatica. with
other drugs in bulk, pharmaceutics] dosage forms, biclogical fuids, stability indicating and impurity profiling
methods, The analytical methods used for the cstimation of lenalidomide and palbociclib anticancer drugs
reviewed in this paper Includes ultraviolet spectrophotometry, high performance liquid chromatography (HPLC)
alra performance liquid chromatography (UPLC) liquid chromatography-nivass spectrometry {LC-MS) end
electrophoresis. This review focus on the effect of all chromatographic parameters so as to provide as fIHFh
reliable and cost effective methodology of testing. Method development s the process of proving that analytical
method is acceptable for use to measure the concentration of active pharmaceutical ingredient in a specific
compound dosage form which must be validated to provide reliable duta for regulatory submissions. This
reviewed is mainly on analytical method development and validation, sability indicating methods, simultanecus
estimation methods and bicanalytical methods. The review covers the time period from 2007 to 2019 during
which analytical methods including all types of spectrophotometric and chromatographic technigues were
reporied. The Review covers lenalidomide and palbociclip AP1 and' formulation analytical and bicanalytical

methods.
KEYWORDS: Lenalidomide, Palbociclib, High performance liquid chromatography, Liquid chromategraphy -

mass spectrofmetry, validation.

INTRODUCTION:

Cancer s defined as a ‘group of diseases characterized
by the uncontrolled growth and spread of abnormal
cells” and s one the deadliest diseases globally. Cancer
represents the second most common calse of death in
Europe and USA after cardiovascular diseases according
i cancer facts and figure of 2016, a publication
distributed by the American cancer society', and data
extracted in October 2016 from curo stal-statistics
explained web.

B aceived on 09.06.2020 Modified on | 1,08.2020
Accepied on J 2.0, 2020 £ RIPT All right raserved
ResearchJ. Pharm, and Teck 2021; 14010): LEFERE

Dki: 10,5211 74-360X 202100049
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Albeit huge advanees are being made against malignant
growth, this infection stays a key gemeral wellbeing
concern end & colossal weight on BEuropean and
American social orders®. Every year the American
culture gathers and aggregates the latest observation and
the stedy of disease transmission information  spout
malignant growth, In 2007, 1,688,780 new disease cases
will rise and 600920 malignant growth passings are
anticipated o happen in United States’. As of late,
masculine advances have been made in the improvement
of surgeries, rmdiotherapy and chemotherapeutic agenis*
including the instance of joining chemotherapy and
agreement treatment with immunotherapy®.
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ABSTRACT

Background: A simple. economical, authentic, and faithfil mathod was used for the study
Chromatographic analysis was performed by using a €18 intersil ODS (250 X 4.6 mm, Spm)
phase containing 0.5M Ammonium acctate: Acetonitrile (40:60] wv was passed throughout the column
maintined at a temperature of 15 “C with a flow rate of | mlfmin. Approximately, |0 pL of drug solutian was
injected and the aralytes were eluted at 266 nm.
Results: The Retention time of palbociclb was 4813 minutes. The system sulmbility percentage RSD of
patbocidib is 0.11%. The Assay of palbociclib was found to be 96.85%. LOD, LOU values of palbociclio

were found to be 4.87 & 14.77 pg/ml, respectively. Regression equation of palbocichib was found to be

y= T1068x + 33776, Palbociclb was found to be get degraded in peroxide stress conditions, while no
degradation was observed in acid, base, photolytic and thermal conditions, All verification parameters ars
within the range according to the |CH guidelines, and the degradation products are also within the limi,
which shown that the method Is stable,
Conclusion: The HPLC method development
which can be wsed for analyzing regular quality control. The prop
specificity, linearity, precision, intermediate precision, and accuracy. in the currentdy developed RP-HPLL
amalytical method, the run tme is reduced, which proves that the method |5 economical and widely

acceptable. zlso simple and practical, which can be used in routing quality control tests In the industry.
[idation, Retention dme, Degradation studiss, % R5D

ol p:l.!bncicljl:r. The

and a mobile

and validation dsta shown that this & 2 reliable methed
ased HPLC method was found to be

Heyweords: Palbaciclily, Va

INTRODUCTION cancer. In addition to G1 cell cyde arrest,
Palbocidlib is E-Ace':'yf-ﬂ-::ydapEntyl-5-rr'lEﬂ'l}|’|-2'- paloocicib treatment results in cell senescence, a
1[5-{1-piperazinylj-2-pyridirw amina} pyrido [2,  phenotype that is not readiy explained by
3. d] pynmidin-7(8H}-one and molecular  CDK4/6 inhibition. In order to identify a
structure shown in figurel. Palbocichb is a new  molecular  mechanism  responsible for
drug used for the treatment of breast cancer.U5  palbocidib-induced senescence, we parformed
Faod and Drug Administration (FDA) has given  thermal proteorme profiling of MCF? breast
Palbociclib! Palbociclib is used inthe  cancer cells. In addition to affecting known
first-line treatment for postmenopausal women  CDK4/6 targets, palbaciclib induces a thermal
with metastatic breast cancer that is estrogen  stabilization of the 205 proteasome, despite not
raceptor (ER) - positive and human epidermal  directly binding to it. We further show that
rawth factor receptor 2 (HER2) - negative 2 palbociclib  treatment  increases proteasome
¢ an inhibitor of cyclin-  activity independently of the ubiquitin pathway.
dependent kinases 4 and B, which are involved in - This leads to cellular senescence, which can be
promoting the growth of cancer cell % counteracted by  protzasome  inhibitors.
palbociclib s 3 COKA/E inhibitar approved for  palbociclib-induced proteasome activation a&ég@'ﬂl

. - it - . o
metastatic  estrogen receptor-positive  breast  senescence is mediated by mdugiqmamﬂg:ﬂ ““TS.;'wﬂ“‘E
y e P
" Ehg
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Palbociclib also acts a
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ABSTRACT:

~_"l simple, acourste, RP HPLC method was developed by this stady determination of lenalidomide: This method
is developed by Shimadzu LC -2010 HT by wsing 18 (250 X 4.6 X mm X 5j) eclunn in solvents Phosphate
buffer: Acetonitrile {55:45) v/v as mobile phase and the temperature wns maintained at 25 °C. The mobile phase
flow mte lmlfmin was pumped apd sample wavelength waos datocted ot 242 nm by ulicaviobet ~visthle
spectrophotameter. The retention time was found 2.5 min, The number of theoretical plates and railing factor for
lenalidomide was ohserved 16199817 (NLT 20000 and 1,128 (NMT 2). The metkod was validated for analytical
stapdards such as linearity, accuraey, precision, system suitability aod robustness. LOD and LOQ valnes
abtained from regression of lenalidomide 0.058 and 0.174 pgiml The regression cquation of validated method
for lenalidemide is Y=5223x+183075.In wide range of 25 (o 150 (pe/ml) the linsority was observed. The
method was validated and & recovery stady indicates accuracy of this methed. The Retention time less compared
10 extablished methods The methad wes validated by determining its accuracy, precision and system suitability.
The results of the study showed that the proposed RP-HPLC method is simple, rapid, precise and accurate, which
i7 usefisl fior the routine determination of Lenalidemide in bulk dnyg and tn iis phannacentical dosage forms.

KEYWORDS: Lenalidomide, High performance liquid chromstography, Mobike phase, Validation,
Deg_mdnt'u:ln. =y

INTRODUCTION: The cherical formula is Cj3H13N303 and molecular

I enulidomide is & derivative of thalidomide with betier 1_.:.'Eip,ht is 259261 g.-'m-:l.l.em]idm_nidz_{mm iz oo m—.!i
biclogical activity. Lenalidomide chemically it is 3-(4- 1mmunn{nuduhuuwl drug with anti-angiogenic and aofi-
Amino-1, H-dih:,.-ﬂru-I-u.-'.u-IH-isr-hidr:r]-E-}rJ}-E. G- necplastic properties. 1t ﬁnfdnmmﬂa.lly takes after
piperidinedione is represented ta figure 1. thalidomide however has an improved dmgcrlpm:'ii:

and propressively strong immunomodulatory sction ™ °
LND showed wonderful elinical movement in treatment

]
of numereus myeloma malady *7 by means of o varous
N O pathways system 5-11The system of aclivity of
NH lenalidomide stays to be completely portrayed, anyway i
& has heen exhibited that lenalidomide represses  lhe

MH, autflow of eyclooxygenase-2 (COX-1), yet not COX-1,
in vito, In vivo it initiotes tumor cell npoplosis
legitimately and in & roundabout way by restraint of
bone marrow stromal cell support, by hestle 1o
angiogenic and against osteo clastogenic irpacts, and by
immunomodulatory  astion.  LND ﬁg@'& direct

pharmacokinetics in sound subjects jygths sitpgticnis
with ordimary renal capacity. Th% _ A,
A o

—_— 1 ot LT

Flgure 1; Chenlcal Struciure of Lenalidamide
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ABSTRACT
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Thee peal i 4
zoal of this sludy is 10 find a pavel class of BRCA-| mimics for Estropen Receptor o (ERe) breast concer that works differently from
conveniioaal i o
anf-estragens. Breast Casger Susceptibility Pratein- | (BRCA-17 2 protoln wag diseovercd te bind 10 ERo ond decrease its function by

A :ﬂ"“:“ CORMCE between regions lnside BIRCA I mmino termins and the carbuay lenninus of ERa. A novel class of hybrids with coumate and
thiosemicarhazane seq Malds weas creared with the premise af developing small compourds that imdtate the function of BRCA-1 o dewn repulate ihe
ERa and inhibit the tumor activity of breast cancer cells, Lsing Schrodingsr 2020:2, ADMET and j# #ifles malecular docking tests of the proposed
hybaids wer: perfanmed on the BRCA-| binding cavity of ERe, TEOO-XIV nd TSCO-11 are developed hybeids that have high dosking sences and

good binding interactions with impartant residues.

Keywords: BRCA-1, Breast Cancer, Scaffald. Caunsste. Thicsersicarbrmane, ER afpha
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INTRODUCTION
Cancer is the most lothel discasc, ad nstacchors arc

working Lo find potentin] articancer reaiments. One of ike mosi
common types of cancer is brepst cancers in women worldwide, bth
developad and developing (7, Breast cancer sceounta for 14% of oll
cancers. in worten in India, In 2013, [ndia saw 1,62, 468 new cases of
breast cancer, with 87, 090 deaths, according 1o Globacan 2020 duta
I, Expensive mortality f5 a result of poor diagacais sl high
ireatment costs, Antiesirogen therapy oplions are berag deveieped
since twa-thirds of all breagt cancers are Eglropen Receplor-possive
[(ER-positive). Desirogen semsitivity in broast cancer is o unique
fealure of the disease thel can be wsed 10 resirict development andror
prevent tumeur formation. Indeed, the current terapemtis siraregy for
hormone-dependent breasl cancer is 10 prevent OCEIUEER Fram pcting
an umow cells in ene of three ways: (4) using an prlizsisopen like
(armaxifenraloxiled o provem oeslragen Froem attaeling 1o its nmjos
target ERa ™% % (B) uging pn aronmase inhinflor o inhibil
oestrogen productic; () LEing i pure anticsirogen like ulyostracs (o

lower ERa protein evels. Resialance 1o thuse contemporary

Jowrnal of medical pharmaceulical an

endocring weatments, an fhe other hand. has 4 teadency Lo nestrict
their effectivensss. The BRCAL penc controls the cxpression of the
BRCAI protein, which is 2 tumaur seppressar. BRCAT mutetbons in
thve breast cancer susceptibility gene increase the risk of beeas cancer
and a '-an'iet'_-.- el ather h-urrnnn:-dnpen:i-cml turmoar farms BT
Furtficrmese, in sporadic breast cancers, BRCAD under expression i
frequent (30-40%5) ', and one BRCAL allele Ioss is seen in 46
percend of spomcdee breast tunsours. BRCA ] depletian ar functionel
inactivation may hiove 2 role in the development af shis kind of
cancer, according so these dutn. In human cascers that have lost wild-
bype p53 function, misserse mysativns account for 81 percent ol

raiations I,

The Inemmtionul Ageney For Cancer Researcly {(LARLC) has
inoroaghly described these mstations 11 The great majority of these
mutmtions {95%) occer in pS3s DNA bisding domain, with sx
{halsper) chanpes aueurting at an vowsslly high rae ', The R175H
gine-binding mutant is the welk-studicd, 23 well 65 the most frequenit

misacnse pi3 mutation in caneer 'L The R1TSH musotion impsairs

W)
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Abstract

Repositioning the drugs through poly-
phammacological approaches, including cancer
tharapy is gaining scientificinterest, s manynen-
cancer largeling drugs have well-established
safety profile but unexplored for its potential
o combat cancar. The complex heterotrimarc
protein Ma+/K+ ATPase (NKA) is complex Itis
existing on the plasma membrana of eukaryotic
cells and makes use of ATP for the maintenance
of sodium and potassium transport. It has three
subunils, a, p and vy. The g-subunit has four
izoformms namely al, a2, 03, and a4, One of the
published studies reporis that the a1 subunit
is over expressed and activated in cerfain
malignancies like renal cell carcinoma, glioma,
and melanoma. Thus, it is hypothesized that
MNKA has unique roles in cancer cell growth and
development. For instance, Ouabain is a wll-
known inhibitor of NKA which is used primarily
as a cardiac stimuant has also been recently
reported for its potential anficancer properties in
neuroblastoma cells. Consequently, the search
forthe moleculas which has the potantial toinhibit
specific NKA in cancer calls gaining tremendous
scientific attention, Recenlly perillyl alcohol has
been reported for anticancer potential through
NKA inhibilion. Sinceperillyl alcohol has a cyclic
fing in its structural frame,we opted the similar
chemical signatures of Phyto terpenes and
phytotannins of for our study. Thus, the present

study coted for scaffold repurposing strategy
using in-sifco methads to identify and screen
some of the well-known phytocompounds for its
passible anticancer effocts by inhibiting NKA.

Keywords Repurposing, Phyto tannins, Phyto
tarpanas, perrilyl alcohol, Na K ATFase.

Introduction

Drug repositioning or drug repurposing
iz an approach is 8 way o deal with quickens
the medicabon revelation process through the
recognizable proof of & novel clinical use for
a current medication affirmed for an alternate
sign. A nocleworthy issue of regular malignancy
chemotherapy drugs (mainly DNA damaging
agents)is famous symploms that fundamentally
decrease the quality existence of patients (1).
Az a large portion of non-malignant growth
medications has pretty much nothing or
decent reactions In humans, repositioning of
non-disease drugs for anticancer lreatment
i5 viewed as a promising methodology for
future anticancer medicalion improvementl
Reliable with this view, a couple of chose
non-malignant growth medications are as of
now under clinical examinations (for example
itraconazole, Nelfinavir, Digoxin, Riluzole,
Mycophenclic comosive and  Disulfiram)
against an assortment of human cancers (2,
3). Furthermore, drug repositioning altegether
lessens the investigational time and cost. In

Anficancer polential of phyioconstiiuents
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ABSTRACT

Dergue wirug
p enters the cell by retﬂ'ﬂtﬂrm'&:':t:d Enﬂﬂﬂl};ls fallowad by a wiral srvelope [DENVE)
& hydraphobic poc : ergent matetule n-oetyl-i-G-glucaside (FOG) cooupies
It has been mwﬂ:;dkﬂma-p:h.m s lacated in the hinge region plays & major rale in the rearrangement.
Mutations occured in this bBinding pocket lead e the alterstiors of gH
t-“-r:':”;- 'iPE' F'rE!lﬂ-’HI“ﬂn of histidine residues presert in the
packer a5 3 promis onfeemationsl change of the E protein evidence this
5ing target. The presens sudy identifed noved dnnamis geid analogs as significant

proteinemediated membrane fusion. & small

threshakd l:nr fusion. In addition to thiz

AFTICLE HISTORY
Receivad 14 Augist 3000
Acfepid T Decerber 2020

HEVWCERDS

Dangue: dnramic aci
envelope; ADMET:
diocking: chenawidcs

bleckers of
smmrm";‘;ﬁ’;';“'i’“}"'“ packes through molecular modeing studies against DENVE. A libeary of
Molecular docking studh w200 W undertaken for the discovery process of DENV inhibitars, A
DENY fodawer FEF ADI-‘;.T‘E'FM used B -II'IHH;E the hinding mechanism between these compounds and
Molscular thiil e predicrion. Binding energies were peadicted by the MMGESA study. The
compourds CA snd SCA certtives hocs Lo pim the sabifty af patental compound binding. The
vaLes Ndve Deen tedtad against HEV-1 & 2 wieuses, From the computa-
th o E'I'Il!l'u:p'. The m!‘.'l-i.!:.ll'ltli have in-wilra anliviral activity; the resulls ':IHEI:I' irddicare that
& compounds showed the activity aganst both the viruses (HE1 & HEV-2), Cur study provides
valuable infarmation on the discovery of small molscules DENVE infibitor:

T. Introduction

Dengue virus (DENV) is a virus transmitted by the flavivirus
species, which includes yellow fever, West Nile, Japanese
encephalitis, and Zika virus(YFV, WHNYV, JEV, ZIKV) respectively.
Up over 390 million dengue infections oocur annually, resuit-
ing in the warsening of dengue haemorrhage fever and den-
gue shock syndrome (Bhatt er al, 2013). We currently do naot
have a comprehensive vaccine or specific antiviral treatment
1o combat DENY, ZIKY, and many other flaviviruses infections
(Campos et al, 2018 Sun et al, 2020}, The geographical
spread of the Aedes mosquito species beyond DENV & iKY
and the recent explosive emergence of ZIKY in the Western
Hemisphere have increased the need for cone-umours that
can reduce transmission and therapeulic inter-ventiation,
which can lead to infectious diseases, Given the lack of
efforts to target antiviral preduction against viral polymer-
ases and proteases, alternative antiviral strategies to provent
infection are becoming increasingly important (Zhiyong

gt al, 2014} One attractve approach could be the

COHTAIT 5 Jubiie
Ciaty, Tamilnadu &43H01, India

intefruption of the virus replication at an early stage of
attachment. Membrane fusion is a central molecdar event
during viral entry into the host call |Roby et al, 2015). E
fenvelope) protein is 3 major compenent of the visian sur
face plays an impartant roke in binding to the host receptar
and  assists virus fusinn (Kampmann ot al, 2000; Stiasny
et al. 2011} Among the thrae domaing present in the E pro-
tein, the hinge region mevement of domains | and || Facill-
tates the fusion process [Kampmanmn er al, 2006
Rearmangement and or conformational changes in the hingsa
region by small molecules may interrupt the fusion process
(Zhou & Madura, J004). One major barvler to the develop-
ment of antivirals targeting envelope proteins is the lack of a
putative active site compatible with virdd proteases and
palymenases.

Daer ten vears back, crystallization of the DENVE (dengue
wvinss envelope) protein with mill molar concentrations of the
detergent J-octyl glucoside (POG) empowered to [Modis
er al., 2003) detect binding of 3 datergent atom in a pocket
between domains | and I, The zrea of the detergent binding

jubieyssuniedu,in (g3 Deparimend of Prarmpeeutical Chemisig, 55 Colkge of Pharmecy, 155 Academy of Higher Fducation & Research,

() supplemestal data for this anicle can b accssed oafine al hilpsidolarg/ 10108007351 101 2020, 1862707
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ABSTRACT

Chemistry is the scientific study of interaction of chemical substances that are constituted of atoms ar
Thc wh?m“““ particles: protons. clectrons, and neutrons. Traditional chemistry involves study of
inleraction bebween substanees in o chemistry laboratory using varaus farms of laboratory glassware.

Traditional chemistry is perhaps the most cstablished method

for organizing atoms. Microwave

irradiation has gained popularity in the past decade as a powerful tool for rapid and efficient swvmthesis
of a varicty of compounds because of selective absorption af micrawave cnergy by polar molecules.
Microwave reactions involve selective absorption of MW energy by polar molecules, non-polar
molecules being nerl to MW (microwave) dielectric loss. Microwave synthesis is facile and offers

synthesis of variety of chemical com pounds.

Keywords: - DNA fragmentation, DNA smearing. Free rudicals, Antibiotics, Praven Antimicrobial

Plaru

INTRODUCTION

Antibiotics Conventional synthesis employs wide
range of reactants, reagents. catalysts and
solvents. The time required for completion of
reaction is high and yield of products formed by
this kind of synthesis is considerably low. The
cenctions accompanied may lorm non-selective
= urresponiling Aathar:

B Tirthaakar Chopdhury
Deprartmient of Pharmagentizal Chepisiry, ATTEIE

ppsnadure A i arnneenticsl Seiences, Suriige,
ek, [P LA

E. Nail: ;irthalﬁaﬁgmall.gum

v rricle Publisheth: Ot Der, 2007

products and also the by-products formed from
reactants as well 45 organic solvents are nol 50
gasily eliminated from the reaction mixlure.
Sometimes they may cause hazardous undesired
effect. However traditional synthesis has its own
merits and demerits,
ADVANTAGES
I. Synthesis of wide variety ol molecular
components and  characterization  using

raditional tools.

[nternational Journal of Pharmaceu tical Technology and Riotechnology
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Abstract

The synthicsi i ;

L'lla‘_'m{r: i_“h“:iEHZ?I;T;:};:;T‘:EE;:;{:EPHi wsirtg Ao mmricate (A, muriesi) |G :
copy atid obsarved a masimum shsark nstruted here. The AgNFs were gymihesized and anafyzed by us!
intense vahues (111, 200, 220, and 31 MEg peek at 420 nm which corresponds L the AgMPs. The XRD
showed that AgNPs '-'n:h:u c:u:l ; W_:]: 1'-Ifl|::un the ranges of Bragg’s r-:lllm!ml: Fouricr transform infrancd sp
sibtEing sgect and fekd mﬁ-' ith alkancs. armides, and alkenes functional :
et {1 RTEM‘.IIres i IS510HL SEARINING E_IE-:trnn microscope (FESEM) amd hagh-resohitio
dicosrgive - .“ 5 indicated thal synihesized AgNPs were spherical i shape with the size
T ray (EDX} spectroscopy exhibited a strong signal of silver. Yanious co
30 pg mL™") and agueous leaf extract (ALE) (30, 60, 90, 120, 150 pp mL™") were eva
AEMFIE showed significant lariicsdal properties against three different secomd instar larvac, w
exhibited LCsq and LCup values of (LCs, 45.521 pgiml.; LCs, 456405 pgiml against de
fLCg,,&I.EI?E pgml; LCyy 5365309 pgfmL)and Cx quirgueafiscione (LCz, 68952
were exhibited LCeq and LCyy values (LCsg 3089 pg/mls Ly, 18467 pgimly agair

{LCsq 3.155 poiml; LCqp, 39,888 pg/mL) and Cx. queinguefasciatis Ly 3.1 EE pgiml
alsa evalusted for the first time to identily their metabolic enzyme inhibitory

A muricety leaf extroct-mediated AgMPs wene
activity which also showed sigmificant restlts.

Keywords Silver nanoparticles Melab
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t extract and s arvicidal, metabolic
ng UV-visible speclros-
analysis showed the 20
eetroseopy (FTIRD
groups which act a5 4 reducing, capping. and
[ IFAGS s Fon checiren miers-
of 20=34 nim ansd ererey-
ncentrations of AgNPs (6, 13, 14, 24,
junted, and in all the concentrations,
hen compared o ALE. ALE
aemyptl followed by An. srephensi
pafml: Lo 444,512 pg/mL]), and AgNPs
it Ae. aespti Tollowed by An. sieplens:
L 31660 gfmL), respectively. The

olic enzyme inhibitory « Larvicidal acivity + Mcat stability - Anigina muricala

1 Introduction

Manohiotechnology s one of the most promising areas in
modern nenoscience snd techrology which has o great appli-
cation toa! for explormg darkest avenues of medical SCIENGEs
{n severnl ways hike targsted drug delivery [10]. imaging [12],
artificia] rmplants (23], and sensing [22] and also con figzh
poginst human puhogens and diseses [4]. This emerging
ares of rescarch interlaces various disciplings of seience such
as physics, chemisiry, hiology, and matesisl scicnoe. Though
there are existing chermical and physical techuiques available
for the manufacturing of panoparticles. These chemical
mcthods contain the CROFMOLS side cffects (o our environ-
{o the usage of toxic chemicals also which is more
& developing reed 10 Zrow NaiL-
hrough green synthesis and other
5 of nanoparticles. The

menl duc
expensive. This enhances th
rally benevolent proceduies |
organic methodologies for the synthesi

&) Sprimper




Yaresh et gf PSR, 2020 Vo,

LI J078- 3086 E-ISSM: (975-8232; P-IS5M: 23205148

LIPSR (2020, v
- 2 Volume 11, Isgye 7 W i
R """ ] IrTERMATIGN AL JOURTIAL s
{“-'Lh%- ? R EF A BT P r-l..lrllrr;'.m ) e LR e S
e T SO S =)
ResearoH

Rmi".‘l’.‘dpn ]?ﬂ : :
staber 201%; roveivesd in revised foem, 11 Jnuary 2000, nevepled, 14 Mareh 2020 published 01 July 2020

A BRIEF REVIE : _
REVIEW ON GLYCOMIMIETICS AND THENR PHARMACEUTICAL APPLICATIONS

P. Naresh ™! o .
5 Jubie ', T, Peabha 2 p, Shanm Suncae ' and 8. 18, Sanihosh '

Departme - s ,
partment of Phamaceutical Chemistry ', 158 College of Pharmacy, Udhagamandalam, 188 Academy of

E;gt‘;#d“mﬁ?” & H“m“"l_‘- Mysore - 570015, Karnataka, India.
FitEj d‘.:nl ol Pharmaceutical Chemisiry *, Nandha Cellege of Pharmacy, Koorapalayam Firvu,
andam Palayam Post, Erode - 638052, Tamil Madu, India,

heywords: ABSTRACT: This review enumerates the classification, role, and
Glycomimatics, Glyoyrehizin, Arigra,  1Mportance of carbohydrate derivatives and glycomimetics. Carbohy-
DHC-SIGN, Relenza, Tamifly drates are polyhydroxy aldehydes or ketones, Carbohydrates are the mast
\C:rr;sp?ndtltt o Author: abundani dic[ar}r SOUrGE 'I:I'rﬁﬂﬂ'g:l" for all ﬂTHE'Ir'I'i.';I'HE.. Thl’!:r' Arg Precursors
Mr. Podila Naresh for many erganic compounds such as fatty acids and amino acids, They
Rescarch Scholar, ean parficipate in the structure of cell membranes and cellular functions
Dtparltmmtul‘Phau-mamulicat such as cell growth, adhesion, and fertilization. Glycomimelics arc the
Chemistry, 1S3 Collepe of Pharmacy,  compounds of low molecular weight based on the struciure of functional
mﬁaﬁf-‘:?ﬁ”'la'”s‘ 643001, carbohydrates. The rational siyle of tiny molecule glycomimetics that
3 exhibit improved drug-like properties like enlarged aifinity, blood serum

half-life, stability, and bicavailability. Currently, two successful drugs for
influenza (Tamiflu, Relenza) are nimicking (Glycomimetics) the
sransition state of the enzymatic cleavage of the terminal MN-acetyl
neuranunic acid. A hopeful example is the antibody 2G12, which has
neen shown to neutralize HIV infectivity. The functional carbohydrates
identified in these recognition processes themselves do mot make good
drug candidates. Rather, their bioactive conformations in their receptor
sites can be empirically determined by physicochemical methods and
used for the rational design of small molecule mimics {Glycomimetics)
thet have higher affinities and more drug-like propertics of long serum
half-life, metabolic stebility, low toxicity, and oral bicavailability. These
gl}-cumhncdcﬁ drugs are new chemical entities and provide innovative
therapeutic strategics (o address current unmet needs among a wide

spectrum of disease applications,
INTRODUCTION: Compounds of low molecular “The role of membrane glycol conjugates in 2
weight based on the structure of functional variety of phammcu!ngimlly relevant recognition

carbohydrates, These molecules are  called  phenomena has stimulated interest in the 5311!]1-:515_
gnd  biological  evaluation of analogs  Of

E-mail: nereshirep | (@gmail.com

elycomimetics . of anal
—  carbohydrates, defined as glycommelics
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1 ‘The rational style of little molecule glycomimetics
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3 that exhibit improved drug-like properties like
inflated affinity, body fluid hall-life, stability, and
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Thmughcllj“j;“f Cﬁillmate Benzimidazele Hybrids as BRCA 1 Mimetics
nv S g

toxicity ScrEEnin;m onal Binding Mode; Synthesis and Preliminary Cytg-

Selvaraj Jybje!”
i B Sl I 2 .
Jawahar Mﬂhlmjm?!um“ Sundar 1", Necwu Yadav!, Podil Naresh', Ashish Wadhwani® and

i
Doprartmens of b giEs
ceatfon & ;‘.J:::PT:FM:.T'_F_”T”“ uf ['nﬁn”'m'-'" JEF Collegre of Pliuemey, Lethergeemaraddoleoont JES Acovdemy of Higher Edu-
mandalam J55 _h.!;‘_l; '“.‘m" fr:m'u,- Depravtiment af Pharnacenticn! Siarechnofngy, S55 Colfege of Pharmocy, Uidbago-
o Pharinsen Lil.r.fa emy of Higher Edvcation & Research, Mysore, ndia: ‘Depariment of Pharmacentics, J55 College
kb ”H“"mad?"”“"rss"'“:“"f’-‘"”.? af Higher Edwcniion & Research, Myxove, fdia

':‘I'“r"'“‘ Faechyrownd: 1 was foumd that bresst cancer susceptibility protein | {FRCA 1) binds to
FEnmcn Focepsor dlphn (Elta] and inhibits its sctivity by direet interaclion between domaing withe
A the aeming teamminis of BRCA | and the earboxy lermisus of ER alpha,

ARTICLEMISTORY Obfectives: The present wirk focuses 1o identify a new ¢lass of BRCA | mimetics that wark cif-
- - Ferenily lrom conventionzl anti-ceirmpens,

Methods: & nuvel class of hybrids Paving coumaie ond berimidazelene scofTolds were desipned

Resmwipsd Sagund (2 5w

e W T n, Lo 5 ' jie

ciumued Decerster Th, 24 1% 'amimic BRCA | protein, suppressing the wmar activity of breast cancer cells, #n silies molecu-
JJIr dlocking seslivs of the desigred ligands were performed on BRCA | binding covity of ER al-

R LY

T2 T AR e ) v 5 1 £ ; v
Resnults: The desigmed hybrids which gave significant docking scores and bad optimum binding
teractions wilh key residues were sslected for synthesis ond in-witeo assay

Corcdiesion: The cxmpalnag NY'| and N¥2 exhibired :lgniﬁcmn: effects on -'II-IF'I:II-'ElﬁiIlE; WD A-
MHB-231 cells in the concentrarion of 24 pp/ml sad 44 pigiml, respeetively

Kevwords: Bresst cancer, scalTold, BECA |, conmare, banzimidweglone, Efg.

LINTRODUCTION ]:Grlil'_“l-!;kaling in H!amulgg}- directed DNA Repair (HDR), an
Many breast cancer (herapies ultimately fail and recurren FB?E:miizﬁrnlsmrﬁélht repair of Deuble-Strand Breaks
ER alpha posilive breas) cancers are generally incurable due hr’n:-asl caniv:l::l:i 'JS : C;I'a".l ”f"‘:":; for balf of all heredi-
o regigiance Tor conventional anti-estrogens [1]. Therefore, EE'__M IR [*]; and in 30-40% of sporadic cancers,
in recent rg, reeearchers have been looking Tor anli- : pression s absem or reduced, suggesting a wider
years, irehers : ing rele in breast cancer [6-K|. The evidence clearly stales
estrogens that lack their partial agonis| properties nd have 3 ppeay may repulate the response of’ ER alpha to its canoni-
mechanizn of action Idi_F?'r:n:nl o rh? CRIEing arogs: The cal ligand estradiol and inhibits by direct interaction between
breast cancer susceptibility genes BRCAI and BRCAZ are the aming terminus of BRCA| and the carboxyl terminus of
classic tumor suppressor genes that exhubit an sutosomal B gjnhg [9, 10). Dur objective is to dentify o novel group
dominant pattern of inheritance with high penctrance [1, 3]. of compaunds that act as estrosen receplor antagonists by
BRCAI carmriers inhent one m“m“t_ﬂ'{qf"’ _'“”EI'-' ind one binding 1o a putative BRCAL binding cavity that is distinct
wild-type allele; the """’.I'j'i'{'ﬂ“-‘ allele is invariably deleied or from the conventional ligond binding pocket and the co-
mutated within the temod ' These penes r'u!lf:riun_-‘.lﬂ caretik- activator binding pocket in ERa, Fig, (1),
Wi AN NSRS <ol e o RBR . 1o -2 Coumarin and benzimidnzolone scaffelds suppress breast
eoncer ool growih |11-16], which show activily against
Breast cancer, In continuation ol our previous swdy {17, 18],

* Address comospoadence 1o this amlsr 51 the Depummnam af Mumaeeai-
i - L] acw, Lldkagsmumdalin 155 Acsdkn . gl 3
e s & Research, Mysore, ndi; Tel, awiag; e present study focused on synihesizing coumarin and sub-
F:rﬁd;zlﬂ }‘:IEI'J; E-mail: jubicinwahistgiailcon siitined benximidizalone hybrids oz BRCAL mimetics which
;2244 .
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& repurposing of Daclatasvir and Famciclovir as antivirals against dengue
virus infection by in sifico and in vitro techniques

Mareghi P!, Shyam Sundar 1+, Girija %, Pradhecsh 5P, Shanthoshivan AG', Akashwaran 8,
| Swaroop AK' & libic 5'
Mregmrimaan of Phormsacentics] Cheinigiry, 155 Coliepe ol Phavmacy, 155 Academy of Highes Edlwemtion & Research,
Cisty-=3 000, Tamii W, India
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Drug repurpasing is 2 technique for reusing an existiag deug 1o treat snather ailment, 11 is common knowledge that nearly
_E'“ Ijl'lﬂdli.'lm‘-ﬁ wsed in human therapy live mare than ane brrigel impact inaddition o their primary action. The present work
s ainecd lo repumase cuisting antivirl drugs for dengue disease. A maloculur docking stusly is performed with the DENVE
i ,r':'r the identifcutlon of the suiteble drug candidate which acs in the fision process. For all repurposed drugs at the
sefive sile of DENVE, molecuiar docking experiments were performed using CLC Drug Discovery Workbench Software
(PDB ID: 10KE). The relative binding modes and the affinitics of all the selected drupgs werg predieied and compared with
the co-crystallized A-ociyiteki-O-glucegyanasils (3G The Daclmasvie (Score-53,52) makes hydrogen bomls with
ALASD and THY 4R According o the docking scure evaluation, the entire drgs candidotes bad docking result ronging from
=31.15- 0 —53.52, Among e drugs tesied the fwe drups nomely Declalosvic and Famaiclovie bove been idendified as HITS
for combating DENYE prolzin,

Keywords: Dengee virus, Drug repumpesing, Envelope prodein, Hinge region, Molecular docking, p-Cend-hetg-0-

glvcogpramaside ()

Dengue wviral discase, 2 mosguito-borme viral pathogen
dengue virus (DENV), has been a significant public
health issue in recenl decades. Dengue i cumently
present in 119 countries throughout the world,
Fifty-hundred (50-100) million people in tropical and
subtropical countries are infected with DENY per year,
resulting in approximately 5,000,000 existence dmeaseg
and 25,000 deaths. DENV belongs to the Flavivinus
family of the Flaviviridee family. The genome of
flavivirus consists of approximately |1 1L00)  base
pairs (bp) of RMA, which translate into three Hltrucrurat
proteins, including membrane [ad1, mp;n::l [C],
& envelope [E], and 7 non-structural proteins NS,
NS2A, NS2ZB, NS3, NS4A, NS48, and N53. The v_ira!:
envelope consists of two mmansmembranc protemns,
the envelope (E) and the prr:mnmbrancllipr]"rﬂ, .E binds
directly lo cellular receptors anef facilitates w:_rai and
cell membrane fusion through viral cell ]:IEHL"lrﬂEICIn-AI'HI:I
is the primary site for antibody newtralization’,

*Comespondence.

E-riail: jubiei@jssuni.eduin

Suppl. Dut available on respeciive page uf NOPR

Illtcrruglm-n of virus replication at the initial point of
codact” can he an attractive technigque, Membrane
fusion is the main molecular event thal occurs during the
viral entrance into the host cell’. The envelope protein
(E) constitutes the main component of virel surface.
It s very important for fusion process through which
the wirus merges into host receptor’. Among the
taree domaing DI, DI, and DI present in the E protein,
the migration of domains 1 and 11 in the hinge
region  promotes  the  mechanism  of  fusion.
Rearmanpgemenl and‘or conformational changes in the
hinge area by small molecules can dsrupl the process
of fuston®™,

Keeping the ghove facts, the prescot work is aimed Lo
reputpose existing antiviral drugs for dengue disease. A
molecular docking study is perfermed wath the DENVE
protein for the identification of the drug candidate which
acts in the fusion process. The drugs obstruching the
BOG  pocket have thought to  interact with
conformational changes within the envelope pratein that
are basic for configuration. The followmg seven
medicines were chosen based on their mechanism of
u%w}gand therapeutic  efficacy:  Acyclovir inhibits
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45 Dual Modulators of p53 and Cyclin D in ER Alpha
B2ty Signallng by Albumin Nangvectors Bearing Zinc
Chaperones for ER-positive Breast Cancer Therapy
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EBSCOhag| | 145888040 | Denyus Virs EnifylFusion [nkinition by Small Boagine: Moacules.

D*_Ellgu.e Virus Entry/Fusion Inhibition by Small
Bioactive Molecules.

ource: Current Trends in Biolechnology & Pharmiacy . Aprtize Suppl. p |49-150. 2p.

* Author(s): Naresh, Podili; Jubie, S.; Girija, K.: Shyam, P

?;’;:I';“ ’“f E"?Ilgll.l!'-.“ viris enters the cell by receplos mediated r.-,_ndn!;:,-amiﬁ followed by viral B
snvelape]) protein medipted mewbrane Tusion, Membrane lusion is a central molecular event during
¥iral entry it host cell. E protein is iujor component ol the virien surface plays an important e
in binding 10 the host reeeptor and assists virus fusion. Rearrangement and or conformational changes
in the hu_ng.i: region by small molecules may intermupt the fusion process, AMONE the three domains
present in the E protein, Hinge region movement of damain | and 11, facilitates the fusion process.
UF'Tm I_"m'":"i"E the PH, the E protein undergoes major conformational changes in the Hinge Region
springing upwards 1o bring the fusion peptide closcr Lo the host membrane for fusion W ﬁcr;u_f.,ﬂ. small
detergent molecule n-octyl-4-D- plucoside (BOG) occupiesthe hydrophobic pocket whichisinthe
hinge region plays a major role in the rearrangement, {1 has been clearly reported that MUIALIORS within
this binding pocket leads to the alterations of pH threshold for fusion. In addition 1o this the
protonation of histiding residues present in the hydrophobic domain would also impart the
conformational change of the E protein, The previously reported fusion inhibitors such as peptidic
antivirals sufTcr from poor absorption from the gastrointestinal tracl, necessitating 1RLraveneus delivery
and high manufacturing costs. Keeping these views, it is proposed to design and synthesize a library of
novel small bioactive molecules, [nserted at this position may have the ability to interrupt Further
canformational changes and hence can inhibit the fusion transition.
« Copyright of Current Trends in Biotechnology & Pharmacy is the properiy of Asseciation of
Biotechnolagy & Pharmacy and its content may not he eopied or emailed to multiple Sites 0F pas ted to
o listsery withaut the copyright holder's express wrilten permission, However, users may prind,
download, or email artcles for individual use. Thiz absiract may be abridged. No warranly is given

about the accuracy of the copy. Users showld refer 1o the original published version of the material for
the full abstract.
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Prescribing Pattern of Medications in Gﬂriatrin_
Patients in a South Indian Tertiary Care Teaching
Hospital

Pavanl Golla', Ranga Rao Bheemathall®, Sal Pawan Adepu Ramesh’, Namratha Edara’, Hamash
Adepu'*

'Depptmend of Pharmbacy Praclice, Vikes Collage of Pharmacaullical Sclences, Suryapel, Telangana, INOLA,
RIMES Haspltal Sreapuram, Matkalpoly, Telangana, INDIA,

ABSTRACT

Background: Globally, tha populstion of aidery (= gradually rliging, Ca-morbidities and pofypharmacy are the prime
reasons for the inappropeiate use of madicatlons. Objective: A prospactive, sheervational study was conducted in
A South Indian tertiary care teaching hospital to assess the medication prescribing pattern in alderly patienis. and
nlio to evaluate the nappropristeness of medications using Baer'a eriteria, Materials and Methods: |nElIIlJl|l:ﬂ'lﬂ|
Bihics committes has appeovad the study, Written informed consent was token from all the enrclled efderly
patients menting the inelusion criteria. Necessary demographie, clinizal. laboratory and therapeutic nfarmatian
weas collacied and recarded in a suitably designed data collaction form and the same was avaluated for prescribing
pattern and inappropriateness Using Beer's criteriy. Results: A total ol 104 patients sged above &0 yoars WETE
anralled into the study, Among thom 64 patients.(61.53%) were moles and 40 (38.46 %] were fomaes. Among
thase patients 67 (68, G5 %) patients wern in the Bge group of 60-65 years, 25 (24.03%) werein B6-70 veers,
14 §11.53%] were ih 71-75 years, 6 |6.76%) were =75 years. Commen cause for hospital admission was
hypertension and diabates: As per Beer's criteria, 91.3% prescriptions given to the study patients were found
Inapprapriate. Antlblotics and Pantoprazole were the most commonly prescribed,drugs. The sLu-i'.r findings. 5Uggest
that use of paly pharmacy (s high and majority medicaticns prescribed wera faund inappropriate as per the Beer's
critari. Conclusion: Presence of clinical pharmacst would optimize the drug therapy and minimize the diug
ralated problems and negative therapautic ouicomes in aldarhy pationts,

Key words: Garlatrics, Boer's eriteria, Innpproprats madication, Polyphesmacy, rasonal presceibing.

INTRODUCTION

Gechatnies is the branch of medicine thae  Fye impottant cote in muonal deapiuge
[ T4 'w'-';.l'_.ll. lt:l: o [ e |':.' i:ll::il".l.' |1I{-'fl.|'.|'| CRre.” At ACCEra e ||i-|3|||:'5:'.‘-- '._11_';.:|'.|'|_' |-|rt5|;_'|'i|_;|i|1|_!,
Ranonal preseribing is defned as use of  coreect digpensing, suitable packing, paticnizte BOlIN AR Hayp-ta-1i11

ledst numbero b medicines i obtain the best:  adherence o theie medication, Study ©F  Address lor

pewsible theeapeutic auteames in the shortest.  presenbingpastern seeks to meniton, evaliite . corespendance:

; 4 o T A JHEF : s o Or Ramesl Adapu
F-l_'.'ll:u] and ur wnaffordebiceosn Presierbing, #DE I DECEESaTy - SUEECRL medibication: H'_‘ -
et Frincigal cum Direclor

Pattern Mositoring Studies (PPMS) focus: 1B _I-'""“":r-'-"[":“i 50 _";ﬁ "‘_" "'I""I_WI”":{“*"‘*I FATE vikas caliege of Pharmacratical
on-presenbing, dispensing and distibedon TR wnaland cost effective” Following arc the  seiences, Suryapsi, Tetargana,
PPy factors thatatfect the choice of medicnes  MO(A,

i clderlyisuch as poly pharmacy, altered  Fhonene:+81-0953mrs
Emall Id: adegubdd@gnall.com

of medicines: The main - anm of
is-oor factlicare Ranonal vse of Medicines
(RUM) = Irmppropaate deug presceabing 15a
!:l||_1|_'|5=|| |'|'r|1-|1|:—r|1 ;|:'|-| I-r:':llr:l'::':l Hae |||- -I;'I".Iﬂ_ﬁ

i5- becoming major concern of present-

drug cesponse, inappropriace prescribing,
non=aidherence to the rChHC ihed reedicines.
lesational drug use, precipiiates negatve
|i1-;:J:||stu|:-_' outcdimes and alzo drains t'urt'u:;.'

:I1:|' mecical practice 45 its conseguences 5
EIVINES ) -
leading ro therapy ineffectiveness, drug- e i
relared |'.||n|'.||1.11'|~: and incroased ?::jj,;_uuwh la;_._, e sutfer commao: '|:. fiomiheoe .
expendimure.” Iseases such as osteoarthnns, carcinvascalar wewem, || oppLotg
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ABSTRACT:

In the present study, Repaglinide an anti-disbetic drug is formulated in the form of Aoating mucoadhesive ublets

W mprove is bicavailability. Hydioay Propyl Methyl Cellulose K20M, Sodium Carboxy Methyl Cellulose,

Larbopal 974, Karayn gum, Chitozan, Xanthan gum wese uged g rate controlling and mucosdhesive polymers

tn desienine the wablen Varioes fommladean wees geepreedt by sine different concentmbtion af polvmers, The

f'”""'""'lllf':""'-"il'i-l'l blomd of Bepaslimide meand hesive tihleicwere charpteried wifh regpact toangle of repage

bulk: density, tappeid density, carr's index and housner's ratio and ll the results indicated that the blend had good

flow property and bever compressibility The swelling studics were performed and the results indicited that all

the l'un11}:|ulim.‘i had poud swellmg index. The resulis of Meating lag ume and buoyancy studies suggesied (hat
formulations hud good Moating ability. The drug relepss studies indicated & controlled and enhanced drug refease
iuta penod ob 12hs, Ja-vive sludy wan camed oul usmy the optmaed lormulabion Bosed on the fr-witrg druz
refeise mnd wlier celated evaluabion test, formulabion BT eiantmming e Karay gt Bie el |22 was
optimized. The drug release of the formutation RT1 1 followed Higuchi model with regression valus of (L5984

KEYWORDS: Repaglinide, Mucoadhesive tablets. floating, Mucoudhesive pobvmers.
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ABSTRACT

Objective: Objective of the study was to assess the drugutilization pattern of antiretreviral drugs, and medication adherence behavior among human
immunndeficiency virus (HIV) patients attending a local ART center, Suryapet, South Telangana.

Methods: This was a prospective observational study approved by institutional ethies committee. Demographic, clinical, Iaboratory, and the treatment
details were collected on daily basis for new cases and the data add on was collected for old cases, Medicatiom adherence behavior was assessed
through Morisky Medication Adherence Scale-8.

Results: During the study period, a total of 505 HIV patients were envolled. Among them, majority patients were women (61%), in the age group of
31-45 (49.7%). Miterates (52.6%). Major mode of transmission identified was intimate contact (74%), and majority patients were in Stage I (49%).
TLE regimen was piescribed in 69.9% patients and for children the prescribed regimen was ABC, 3TC, EFV (5.1%). About 43% patients were found
with medium adherence,

Conclusion: This study concludes that the mast prescribed regimens were combination of TLE, and majority of the patients were found with medium
adheyence,

Keywords: Antiretroviral therapy, Prescription pattern, Adherence behavior, Pharmacoepideminlogical survey.

© 2022 The Authors, Published by Innovare Academic Sciences Pyt Ltd. This is an open access article under the CCBY license (htip://creativecommons.org/
licenses/by/4.0/) DOL: hitp://dx.doiorg/10.22159 fajpcr2022v15i3.43307. Journal homepage: https://innovareacademicsin/journals/indecphp/ajper

INTRODUCTION

Pharmacoepidemiology is the study of use, effects and adverse diug
reactivis of medication inlarge number of populations with the purpose
of supporting the rational and cost-effective use of medications in the
population to improve the desired health outcomes [1]. The human
immunodeficiency virus (HIV) is aretrovires affects the immune system,
destroying or impairing their function. As the infection progress, the
immune system becomes weaket, and the person becomes susceptible
to infections [2]. Most advanced stage of HIV infection is called as
acquired immunndeficiency syndrome {AIDS) and takes 10-15 years
for an HIV-infected person to develop as AIDS case [3].

Use of HIGHLY ACTIVE ANTIRETROVIRAL THERAPY (HAAKRT)
substantially decreased death rate and translated AIDS as manageable
condition, UNAIDS and WHO estimated AIDS death tolls as more than 25
million in 1981, when it was first recognized. [1] An adherence of 95%
to ART is essential to achieve maximal viral suppression and minimize
the opportunistic infections (OI) rate [4]. However, in clinical practice,
maintenance of optimal ART adherence is challenging, A meta-analysis
of 84 studies estimated that only 62% of HIV patients had achieved
aptimal adherence (of >90%) [5].

The present smudy aims at understanding prescribing patterns and
medication adherence behavior of HIV patients visiting a district ART
center. This helps in assessing the rational use of the antiretroviral
drugs and strategies to reduce the infection rate and prolong the patient
survival. Worldwide, more than twenty antiretroviral drugs belonging
to Fusion inhibitors, NNRTI’s, NRT1's, Chemokine receptor antagonist,
Protease inhibitors, and Integrase inhibitors are licensed for formal
therapy [6].

HAART is known as triple drug therapy. Studies have corroborated
the combination therapy as very effective and reduce the viral load in
the patients below detectable levels implying that HIV replication is

ceased [2]. In the absence of HAART, progression from HIV infection
to AIDS has been obscrved to occur with a median survival time of
9.2 months, However, HAART sometimes achieves far less than optimal
results, in some circumstances being effective in less than 50% of
patients due to medication intolerance/adverse effects, ineffective
antiretroviral therapy, and infection with a drug-resistant strain of
HIV [6]. However, inadequate adherence to medication results in less
or no benefit from HAART.

Reasons for non-adherence and non-persistence with HAART are
varied and overlapping, Poor access to medical care, inadequate social
support, and drug abuse contribute to non-adherence, The complexity
of the HAART regimens, increased pill number, dosing frequency, meal
restrictions, and side effects create infentional non-adherence also
contribute to this problem [7].

HIV prevalence in 2018 among adult population was estimated by
National AIDS Control Organization (NACD), as 0.22%. In 2018, about
69,000 people died in India due to AIDS-related causes. The scale-up
of free ART and rapid expansion of ART access since 2004 has saved
cumulatively around 4.5 lakhs lives in India until 2014 [1-2].

However, in rural and semi-urban areas, HIV stigma is still prevailing.
Many AIDS patients do not visit ART centers regularly and adhere to
their regimens. Thus, the present study was initiated to assess the
severity of infection, prescription regimens, adherence behavior among
the AIDS pafients registered at a district ART center.

METHODS

This ohservational, prospective, interview-based single-center study
was approved by Institutional Human Ethical Committee and conducted
for 6 months at Suryapet district ART center, Telangana. This center has
about 8,000 registered HIV-infected patients and this center dispenses
ARV drugs free of cost, on monthly basis to about 3,500 registered
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MI RISK ASSESSMENT IN PATIENTS USING THE EZ-CVD RISK ASSESSMENT TOOL
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ABSTRACT

Objective: The objective of this study was to assess the myocardial infarction (MI) risk chances amang individuals in the productive age group using
casy cardiovascular disease (EZ-CVD) risk assessiment tool,

Methods: This is a prospective observational and interventional study conducted for 6 months after obtaining the Institutional Human Bthics
Committee approval, EZ-CVD risk assessment tool was used in this study which includes six self-reporting questinnaries’ such as age, gender, hi story
of dizhetes, history of smoking, history of hypertension, and family history of heart attack at the age of 60 ar younger, A score of 6 or greater is
considered as patients are at high risk of having ML

Results: Sixty subjects were enrolled in to this study using the inclusion criteria, Amang them, 36 were male and 24 individuals were female, Out of
sixty recruited, 23 found having high risk for MI attack and 37 were atlow risk of having chances of further ML

Conclusion: The study conclude that EZ-CVD risk assessment tool was found useful to predict the occurrence of future MI,

Keywords: Myocardial infarction, Self-reporting questionnaire, EZ CVD risk assessment tonl,

©2022 The Authors, Published by [nnovaie Academic Sciences Pyt Ltd. This is an open access article under the CC BY license (htip://creativecomm wns.org/
licenses/by/4.0/) DOL: hitp: //dx doiorg/10. 22159 fajper2022v1 519.45041. Journal homepage: https: //innovareacademics.in Jjournals findex php/ajper

INTRODUCTION especially at primary care, to assess risk of patients and guide

therapeutic decisions regarding statin therapy.
Cardiovascular discase (CVD) is one of the glohal health-related ErRpeutis devixions segardug sttt therpy.

probileins and became major caise for the mortality [1]. In 2016, ahout METHODS
17.8 million peuple died due to CVD and by 2030 it is expected to cause

approximately 23 million deaths [2]. CVD refers to a class of clinical This study was a prospective ohservational study, approved by the
conditions such as coranary artery narrowing, stroke, heart failure, Institutional Ethics Comimittee, and conducted to assess the MI risk
hypertensive heart disease, atherosclerosis, and myocardial infarction in individuals with various parameters, leading to precipitate heart
(MI). People in the age group of 50-65 are at high risk with continuous attack. The data were coflected for 6 months from January to June 2021,
rise in low- and middle-income countries and slowly emerging MI as The patients who were attending to the cardiovascular and general
an epidemic problem [3,4], Worldwide, mortality rate is estimated medicine departments with potential risk factors were included in to
as 30% from 3 million people [4]. Every year, in US alone more than the study to assess MI risk using Easy CVD (EZ-CVD) risk assessment
370,000 deaths are occurring due to heartattack [S]. Where as in India, tool and followed by counseling to avoid further complications and
mortality is scen higher and is in over 10 miflion people. During the to minimize mortality rate and improve health-related quality of life
past 30 years, the discase rate has increased from 2% to 6% in rusal among the patients.

population and 4% to 129 in urban population [6].

Risk assessment tool
MI incidence rate was found significantly high among black men (75— EZ-CVD risk asscssment tool possess siX questions (which include

84 years) compared to white among both men (9.196) and woien age, gender, history of diabetes, high blood pressure, smoking, and
(7.8%) [7]. Risk of Ml is scen 10.62% high in male smokers and 7.28% family history of heart attack at age 60 or younger) and evalustes the

in non-simokers, whereas 5.88% in female smokers and 2,37% in non- tisk through self-reported scoring method. The risk is assessed based
smoker fermales, Studies conducted in 52 countries shown that men are on the score points, If the score is six or more points, the patients are
more prane to high tisk compared to women [8], Age, gender, smoking, considered to have higher risk for future cardiovascular disease and
high blood pressure, hyperdipidemia, obesity, aleohal consumption should receive appropriate preventative therapy.

family history of heart attack, sedentary life style, stress factors, and

comorbidities such as diahetes, COPD, asthma, and chronic kidney Data collection

disease are considered as risk factors for MI [9]. Globally, many tools Before conducting the study, the written informed consent was taken
are availahle to assess the risk of Ml in the individuals with potential and the total study procedure was explained to the patients, Only the
risk factors, One such toal is EZ-CVD toal [10], which is used to assess Ppatients, agreed to give consent, were included in the study by taking
the risk qualitatively and gives an idea to prevent the MI risk through their relevant information like demographic details, heart surgeries,
medical consultation and follow up. The EZ-CVD risk score is an easy- mental status, obese, alcoholic, smoking, cardiac disease, and other
to-use risk score to predict cardiovascular events in adults utilizing activities which were collected in the patient data collection form by
only self-reported information without need for further laboratory persomal inteiview,

or physical examination data. The risk score included six variables:
Age, sex, a self-reported physician diagnosis of hypertension, dishetes The enrolled patients were applied with EZ-CVD tisk assessment tool

mellitus, smoking, and family history of premature MI and had a ‘that possesses six questions (which include age, gender, history of
similar predictive perforimance to the guideline-recommended ASCVD diabetes, high blood pressire, simoking, and family history of heartattack
risk score, The EZ-CVD risk score could be easily used by physicians, atage 60 or younger) to evaiuate their risk through self-reported scoring
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INDUCED STEVENS-JOHNSON SYNDROME IN A HUMAN IMMUNODEFICIENCY VIRUS PATIENT:
A CASE REPORT

AMBED MISHRA', RAM MANIDEEP?, RAMESH ADEPU'*, MOTHI SN?, SWAMY VHT?

'Department of Clinical Pharmacy, JSS College of Pharmacy, Mysuru - 570 015, Karnataka, India. 2Department of Infectious Diseases,
Asha Kirana Hospital, Center for HIV Care, Hebbal, Mysuru - 570 016, Karnataka, India. Email: adepu63@gmail.com

Received: 14 April 2016, Revised and Accepted: 19 May 2016

ABSTRACT

Stevens-Johnson syndrome (8]S) is an acute life-threatening condition. In 95% of case reports, drugs were fuund to be an impartant cause for the
development of SJS. About 100 drugs have been identified to causes of S|S. Very few reports were published on diclofenac-induced SJS. The incidence
rate of SJS is approximately 1-2/1000 individuals with human immunodeficiency virus. In this case report, we presenta 58-ycar-old female developed

SIS after taking of diclofenac tablets,
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INTRODUCTION

Stevens-Johnson syndrome (S]S) is a rare but very serious disorder
of skin and mucous membranes. It is usvally a reaction due to a
medication or dire to an infection. Often, in §]S, patient experiences flu-
like symptoms, followed by a painful red or purplish rash that spreads
and blisters, This is later followed by the top layer of the affected skin
to die and shed. It is considered as an acute life-threatening condition
and a medical emergency and requires hospitalization. Eliminating
the underlying cause, controlling the symptoms, and minimizing
complications were the aim of the treatment In SJS recovery
tukes weeks to months, depending on the severily of the patient’s
condition [1].

In 95% of the SJS cases, drugs are an identified as the important
cause [2], Infections or a combination of infections and drugs have also
been reported as the etiology of the syndrome [3]. As per case reports
and studies, more than 100 drugs have been identified as causes of
SJS [4,5]. In human immunadeficiency virus (HIV) cases, the incidence
rate of 5]§ was reckoned as 1-2/1000 HIV cases [6], Although non-
stervidal ant-inflammatory drugs (NSAIDs) are a rare cause of $JS in
adults, these risks may not be ignored. The risk is much higher in older
patients, women and immunocompromised patients [7].

CASE REPORT

A 58-ycar-old female patient came to our hospital with complaints
of multiple rashes on skin all over the body, burning sensation in the
oral cavity, and lips, She is a known case of HIV acquired immune
deficiency syndrame and on antiretioviral therapy since 3 years. On
physical examination, lesions were ohscrved on her lips, floor of the
mouth, and the surface of the tongue. In addition, she had reddish
Iesions all over her all limbs as well as on the upper body. All of these
manifestations supported the diagnosis of §JS (Fig. 1). History taking,
clinical examination, serological test, and hacteriological culture tests
were also conducted to rule out infectious causes of SIS,

The patient history suggests that she has used diclofenac tablets 50 mg
for the last 2 weeks to treat her severe body pains took the medication
as over-the-counter. It was her self-medication. Diclofenac tablets were
discontinued and started with IV dexamethasone, oral levocetirizine,
oral doxycycline, chloramphenicol eye drop, and betadine mouthwash
along with salbutamol nebulization for her breathlessness in the
hospital. During the treatment period, the patient’s lesions were

O3

monitored clusely afier she got admitted to the hospital, After 5 days,
lesions were started to disappear and after 2 weeks, she was healed
with cutaneous and mucosal uwlcers, The patient was recovered
successfully and got discharged.

DISCUSSION

In1922, Stevens and Johnsan described 2 male patients of 7 and 8 years
old, who develaped extraordinary generalized eruption with fever and
infamed buccal mucosa [2,8]. Numerous studies have shown that
adverse drug reaction related hnspital admissions are up to 10%; of the
total number of hospital admissions [9].

SJS is frequently associated with drug use. More than 100 drugs have
been associated with the developiment of SfS that is reported as a
single case report or retrospective studies. Three most dasses of drugs
responsible for 5]S are antimicrobials, NSAIDs, and anti-epileptic drugs.
Causing SJ§ in descending order of frequency are cephalasparing,
quinolones, aminopenicilling, tetracycines, macrolides, imidazole
antifungals, and anticonvulsants (phenobarbital, phenytoin, valproic
acid, carbamazepine, and lamotrigine), and then NSAIDS (especially
piroxicam), allopurinol, and others are known to cause SJS. Amaong
NSAIDs, paracetamol was found the most common cause of skin reaction
in Indian studies [2,10], Furthermore, valproic acid, NSAIDs, and
acetaminophen were significanty associated with SJS in children [11].
SJS is a severe adverse drug reaction characterized by widespread
lesions affecting the eyes, mouth, larynx, pharynx, esophagus, skin, and
genitals, [talmost involves oral mucosa [7,12].

For overlupping §]S (when 15-30% body surface area involvement
exists), oxicam class of NSAIDs suchas piroxicam, melexicam, tenoxicam,
and sulfonamide are most commonly implicated to cause SJS in the
United States and other western nations. In contrast, allopurinel has
been reported as the most common offending agent in the Southeast
Asian nation [13].

In this case, diclofenac sodium was found to be as cause for SJS based
the patient’s recent medication consumption history, The causality
assessment of diclofenac-induced SIS, in this case, was done, The scores
on WHO prohability scale and Naranjos suggest that the event was
possible, To resolve the SJS symptoms, patient will be recommended
with topical silver nitrate 0.5% or chlorhexidine 0.05% along with oral
antibiotics to treat skin lesions and to prevent secondary infections [7].
In this patient, oral deoxycycline, betadine mouthwash and
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Medication administration errors account for 34% of all medication errors and identified as one of the important reasons for patients' morbidity
and mortality. NPSA statistics show that 59.3% of medication errors occur during the administration stage. Thus idenlifying and resolving the
administration errors will improve the patient care and decreases the health care costs. National Coordinating Council for Medication Error
Reporting and Prevention (NCC MERP) taxonomy was used to analyse the frequency, types, severity and factors responsible for medication
administration errors. The findings of the study reveal that the frequency of medication administration errors is 15.34%, omission erors
(33.02%), improper dose (17.43%) and wrong time (12.84%) errors were the major types of errors occurred and the majority administration
errors belonged to categoly C (112), B (46) and D (35). Frequent interruptions and distractions, lack of communication between health care
professmnals performance deficit and work stress on duty nurses are identified as major factors responsible for adminisiration errors.

Keywords Medication Adminisiration Errors (MAEs), National Coordinating Council for Medication Error Reporting (NCC MERP) laxonomy,

National Patient Safety Agency (NPSA) and Pafient Care.
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Medication use in hospitals is a complex process and depends
on successful interaction among health care professionals
ifunctimmxg at different areas. Medication errors may occur at
any stage of prescribing, documenting, dispensing,
preparation, or administeration.' Medication errors may
:contribute to morbidity, mortality and increased health care
In 2007, National Patient Safety Agency (NPSA)

statistics shows that 59.3% of medication errors occur during

costs. °

the administration stage.” Medication administration errors
are defined as any deviation from the physician's medication
order as written on patient's treatment chart during medication
administration to patient’ The plan for administering a
medication begins with identifying the patient, the drug, the
In 1995, the National
Coordinating Council for Medication Error Reporting and
Prevention (NCC MERP) classified administration errors in
to wrong drug, wrong route, wrong dose, wrong patient,

dose, the route, and the time.'

wrong timing of drug administration, contra-indicated drug,
wrong site, wrong dosage form, wrong infusion rate and
expired medication. Such errors may occur intentionally or
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unintentionally.” The elderly, and mentally ill patients are
particularly more susceptible as they may be confused, resist
medication administration, physically weak and require
complex medication regimens.” In a study conducted over a
period of three and half years in UK at a psychiatric hospital,
the most frequent types of errors observed were the improper,
dose, wrong drug, and dose omission.” The drugs ofteu;
associated with harmful events of medication errors in
pediatric patients include morphine, insulin, vanc.omycin,f

potassium chloride, gentamicin, ceftriaxone, and heparin.*

In addition to the morbidity and mortality, medication errors
also contribute to increased health care costs. The department
of health in UK, estimated the direct and indirect health care
expenditure due to medication errors as 2£ billion.' In US, an
American health care system estimated the medication errors
related expenditure as $37 billion peryear.”

Medication administration has become more complex as a
result of the increasing number of medications available and
new routes of administration. Nurse is considered as vital in
medication administration process and the literature review
states that poor calculation competency of nurses, poor
adherence to protocols and poor knowledge of medications
are the importam reasons leading to medication

_ administration errors.’
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