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Abstract:
Bauhinie Tomeniosa known for its vanous medicinal properties is also a natural antioxidant and a
frecradical scavenger with no documented evidence as a nephro protective agent. To evaluate the
nephroprotective activity of methanel extract of Bawiinia Tomentoss seeds in a rodent model of gentamicin
induced nephrotoxicity.Gentamicin  treatment caused nephrotoxicity s evidenced by muarked
elevation in serumurea serumuric acid, serum creatinine and blood urea nitrogen (107,5£16.92mg/dl,
0.820L02 mgfdl.3.05+0.29mg/dl 47.8:9.07mg/d respectively when compared to the saline treated
groups. Co-administration of Sauhinia Tomenfosa extract with gentamicin decreased the rise in these
parameters in a dose dependent manner. Histopathological analysis revealed epithelial losswith
intense granular degeneration in gentamicin treated rats, whereas aquecus extract of Behinig Tomenioss
mitigated these verity of gentamicin-induced renal damage.
Key words: Bavhinia tomentosa, Nephroprotective activity, methanolextarct, Gentamyein
indecednephrotoxicity.

Introduction:

Recognition of drug-induced nephrotoxicity as a significant contributor to kidney disease including
acute kidney injury(AKand chronic kidney disease{CKD) has gained increasing momentum in recent
times. Nephrotoxicity constitute a whole gamut of disorders reflecting damage o different nephron
segments as & consequence of individual drug mechanisms. Consequences of drug toxicity might
include both glomerular and tubular injuries leading to scute or chroni cfunctional changes.[1-3]. The
frequency of drug-induced nephrotoxicity is approximately 14-26% inadult populations as detailed in
previous prospective cohort studies. Aminoglyeosides[4-6), & commonly usedgroup of antibiotics top
the causality chart in drug induced nephrotoxicity, However,nephrotoxicity induced by them continue
Lo be & challenge as it results in kidney damage by a direct dose dependent mechanism, Gentamicin
tnduced acute renal failure has proved to be an excellent working animal model for exploring the
pathogenesis of druginduced acute renal failure and hag resulted in animpetusto develop therapeutic
approgches to minimize or prevent its harmful effects in humans, Stem bark of Bauhinia upgrade the
impact of Anti — tubercular medications utilized as a part of instance of Tubercular Cervical
Lymphadenitis. B. tomentosa Demonstrates the counter uleer movement apainst gastric ulcer
prompted, The root bark is vermifuge, Tt is used internally to trear conditions of the large intesting, An
infusion of the root bark is used as an external application to treat inflamed glands, abscesses and skin
conditions The stem bark is astringent[7-9]. It is used as a gargle for the mouth, the flowers are used
as a remedy for dysentery and diarrhea, The fruit is said to be diuretic, The seed is eaten as a tonic and
aphrodisiac and The seed is eaten as 8 tonic and aphrodisiacete
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ABSTRACT:
The main objective of the study is to evaluate hepatoprotoctive activity of Methanolic extract of
Bauhinia tomentosa) against paracetmol induced hepatotoxicity using Albino Wister rats weighing 150-
200 g, Silymarin { 100 mg/kg) orally was used as standard drug, Test groups received methanolic exiract
of Bauhinia tomentosa in the doses of 200, 300 and 400 mg'kg/day orally along with paracetmol for 7
days. The hepatoprotective effect of methanolic extract of Bauhinia tomentosz was evaluated by
assessment of biochemical parameters viz; Serum glutamate pyruvate transeminase (SGPT), serum
glutamate oxaloacetate transaminase (SGOT), alkaline phosphatase (ALP), low density lipoproteins
(LDDL), high density lipoproteins (HDL), bilirubin, cholesterol and triglycerides were measured.
Histopathological examination of the liver was also done. Methanolicextract of Bauhinia tomentosa
(300 mgkg and 300 mgkg) exhibiled highly significant result in biochemical evalnation,
Histepathological examination of the liver suggested hepatoprotective effect of the extract by decreasing
the extent of centrilubular necrosis, fatty changes and congestion of sinusoids when compared to
paracetmol group. Methanolic extract of Bauhinia tomentosa showed significant dose dependent
protection against paracetmol induced liver injury in rats
Key words: Bauhinia tomentosa, hepatoprotective  activity, biochemical parameters
SGPT SGOT,ALP HDL

Introduction:

Medicinal plants have been utilized in the treatment of various pathological diseases and neuralogical
disorders for many years in folk medicine[1]. The therapeutic plants, in addition, were found to be safe
and free from side effects when compared with modern medicines. Several scientific studies
demonstrated that the principle biouctive compounds present in the medicinal plants were the main
causative agents for their predominant therapeutic effects. Eventhough 80% of drugs used in developing
countries such as India and China are denivatives of phytoextracts, the rational treatment of neurological
disorders by plant extract derived drugs is still in its embryonic stage due to the complex chemistry and
orgamization of the central nervous system, Extracts were found to be better than purified compounds
since they contain many phytoconstituents which may work synergistically to protect against many
ilisease. Bauhinia tomentosais a yellow orchid tree, belonging to the family Caesalpinaceac. It is an
erect, branched shrub with 6-12 m height and pale lemon yellow flowers. It is commonly known as
"hanchini’ in Tamil and ‘Phalgu’[2] in Sanskrit, The generic name denotes the bauhin brothers, Jean
and Gaspard, the swiss botanist; and the species name “tomentosa’ denotes its hairy and velvety pods.
It flowers in rainy season and fruits in winter seagon , Tt has been used traditionally for its therapeutic
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ABSTRACT

The need for an antidote from the herbal industry is 8 common factor because chemical-induced
hepatotoxicity is a major threat to human life in today's modern world. Even drogs that are easy to get
hold of and readily available can cause side effects when used irmationally. Bauhinia tomentosa Linn is
a member of the fabaceac family and is thought to be one such potential agent that contains a wide
range of chemical compounds with both therapeutic and antidote properties. In this study, Bahuinia
tomentosa Linn was extracted using ethyl alcohol, and the resulting ethanolic extract was tested for its
ability to protect albino mice's livers from Acetaminophen-induced liver damage. The biochemical
assessment, histo obsessive examinations are filled in as record for the evaluation of hepatoprotective
maovement.

KEYWORDS: Bahuinia tomentosa, Hepatoprotective, Paracetamol toxicity.
INTRODUCTION

Hepatotoxicity is a major pharmacological defectcaused by the drugs has been an important reason for
the withdrawal and banning of many drugs in the market. Liverunique organ play a major role in the
metabolism and biotransformation of xenobiotics and food substances that enter the bodyl. A
significant amount of deaths occur due to diseases aggravated by the toxic action of therapeutic
substances prescribed by allopathic system on the liver. This situation warrants us to find out remedies
for hepatotoxicity. Herbal remedies are safe and effective in restoration process with no or less side
effects. The vast diversity of plant kingdom encourages for herbal research and the medicinal
properties of many plants are vet to be explored. Efficacy testing of the traditional / new herbal
pridlucts by experimental screening method is an important tool to establish standard therapeutic
profile. However, there should be adequate data from in vive and in viteo studies to validate the
claimed therapeutic potential of testing substance. A reliable model to find cut hepatoprotective
efficacy of herbal preparations is paracetamol induced hepatotoxicity evaluation in albino mice as per
earlier literatures.

LITERATURE REVIEW

Sanjay V. Satpute (2020) Traditional herbal medicine is a chief source of biologically active
compounds needed for the treatment of human ailments, There are many more medicinal plant species
used as folklore medicine, but very fow attempts has been made so far to validate those ¢ medicinal
plants 15 necessary for wider acceptance all over the world, Authentication and scientific validation of
medicinal plant is a fundamental requirement of industry and other organizations dealing with herbal
drugs.

Sandeep B. Subramanya et al {2018) Acetaminophen {APAP), which is also known as paracetamol
or N-acetyl-p-aminophenol 15 a safe and potent drug for fever, pain and inflammation when used at its
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Abstraci-— About %0% of all instances of diabetes worldwide are of type 2, which is the most
prevalent form of the disease. Diabetes treatment is costly and on the rise all around the world,
The WHO predicts that over the next 20 years, the cost of managing diabetes would nearly
double, rizing from 234 billion in 2007 to 411 billion. An analvsis to ascertain the economic
impact of the recommended treatment option in tertiary care hospital in northern India given
the incidence and consequences of diabetes. In this study, oral hypoglyveemic medications that
are used to treat diabetes mellitus will be subjected to a pharmecoeconomic analysis. Patients
with type 2 diabetes mellims (T2ZDM) need anti-diabetic medications on an ongoing basis,
frequent blood glucose monitoring, and a variety of laboratory tests, all of which place a huge
financial burden on the diabetes patients and the global economies. This study's objectives were
to determine the economic impact of various anti-diabetic therapies recommended to patients
with TZDM in a tertiary care hospital in north India and analyse the prescribing pattemns to
highlight the current approaches to the rational use of anti-diabetic drugs in T2DM patients
visiting the medicine out-patient department.

Keywords— FPharmacoeconomics fnsulin, Analogues Prescribed, Dighetes, Mellitus, Parients,
Tertiary Care Hospital.

INTRODUCTION

The incidence of both type 1 and type 2 diabetes is increasing worldwide, with type 2 diabetes
prevalence increasing quicker due to increased obesity, sedentary lifestyle, and an increasing
share of the ageing population as a result of better medical facilities. kind 2 diabetes 1s the most
common kind of diabetes, accounting for over W% of all diabetes ocouwrrences worldwide,
Diabetes treatment is costly snd nising globally. According to WHO, the global cost of
munaging diabeles is anticipated to nearly double from 234 billion in 2007 to 411 billion in the
next two decades. Diabetes and its sccompanying cardiovascular and cerebrovascular problems
are expected 1o cost the country an estimated 336.6 LJSD in lost national GDP over the next
decade. According to a 2006 WHO study, 63% of all fatalities in India were caused by
noncommunicable  diseases (NCDs), with diabetes asccounting for 3% and other
noncommumcable diseases accounting for 13%, Noncommunicable diseases accounted for
maore dizsabilitv-adjusted life vears (DALY S) in India in 2000 than communicable illnesses -
roughly 235 million against 222 million DALY, respectively. Fram 30.5% in 1990 to 55.4%
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Initiation and Evaluation of Drug Information Services at a
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Adepa ¢t al.; Evalwation of Drug Information Services in South Telangana

Drug information serviee 18 the provision of written or verbal information shout safe wie of medications or
drug therapy in response to a reguest from any health care professional. A prospective observational pilod
study was Initiated at 5 1000 bed tertiary care teaching hospital ro create an gwareness, iImplementution
amd evaluation of the drug information services, Institutional ethics commiitee has approved the stmdy
and the hospital authorities permitied the service. The drug information service activity was started a
cHnlcal pharmacy department in the bospital and Pharm, D Interns amd the faculty was lnvalved in the
study. Drug information queries were collected during ward rounds and alse thromgh direet access. The
ubtimate gquestion was analyzed afier receiving the query, suitable references were reviewed snd the final
answer was synthesized and the approved answer was provided to the requester, Periedically the quality
assurance of the information provided was assessed using quality assurance check Hst, A total of 154
queries were received during the study period. Most of the queries (69) helong to the category of drug of
chulce. Majority queries came fram general medicine (45 %) and emergency medickie departments (16
o). Post gradwate students (40 %) and medical interns (38 %) were the major reguesters, Both verbal
and written answers were provided to 136 queries. Majority gueries received were during ward rounils
aznd answers were provided within 8 h. The quality assurance score for the randemly selected queries was
found 4.9 out of 5 indicaie good quality service. The study findings suggest thar drag infarmation serviees
were well utilized by the heslth care professionals. However, there i a nesd to crente swareness amang all

Bealth cave professionals regarding usefulivess of this service.
Key words: Drug information service, health care professianal, query, response, guality assurance

docicty of Hospital Pharmacists of Australia
(SHPA), defines drug information a3  “the
provision of written and/or verbal information or
advice sbout drugs and drug therapy in response
to a request from other health care providers,
organizalions, committees, patients or members of
the public™!l The whale nhjective ofthis service is
to provide accurate, unbiased, factual information,
primarily in respanse 1o patient-oriented problems,
Lack of unbiased information is one of the major
capses of irrutionai uwse of drugs leading to
therapentic failure and adverse drug reactions. In
15 very difficult for any healthcare provider to be
updated with increasing therapeutic information
explosion both in print and electronic media to
chonse appropriate medications for treatment
and to provide right information (o the patients
ghout the medications prescribed. Tn the ermm of
“evidence-bagzed medicine™ practice, the role of

“Adidvess lod correspondanca
E«mail: adepuSiggmail.com

Nevesmber-Docerbor 2027

Drug Information Center (DIC) is becoming highly
important and the services are appreciated!®],

Drug Information Service (DIR) iz well advanced
in developed countries like the United States,
Australis and United Kingdom (UK). The first
official DIC was started in 1962 at University
of Kenmcky Medical center with sole purpose
of offering comprehensive information on drugs
to staff physicians and dentists to evaluate and
compare the information on drugs to be provided
to the nursing staffi*l,

But in developing countries, it is stll 3 mew
concept. In India, provizsion of drug information is
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ABSTRACT:

Prostate cancer is the most commonly diagnosed non-cutaneous malignancy in men in
western and most developing countries. Enzalutamide (EZT) 15 an antineoplastic hormonal
agent primarily used in the treatment of locally advanced and metastatic prostate cancers. In
the present study, the aim was to develop a nanoparticle, and liposomal-based delrvery
system to target prostate cancer cells. This involved the development of aEZT loaded with
Chitosan, Cyclodextrin and PLGA based Nanoparticles and EZT loaded with HCD, DCP
based Liposomes formulations in an attempt to improve the therapeutic efficacy of EZT in
prostate cancer and to mitigate its toxicity. The particles with a uniform size distribution and
spherical shape were developed, Liposomal formulations showed a pronounced cytotoxic
effect on PC3, LNcaP, VCaP, cellscancer cells. The superior cell-killing effect of the
Liposomal formulations may be attributable to their sustained drug-release chargctenistics and
high cellular internalization, The results were also found to significantly increase in the
binavailability achieved by the F16 and F20 liposomal formulations inhibit colony formation
in ¢ell lines. Furthermore, the androgen based castrateresistant prostate cancer can be
treated with EZT liposomal formulations with enhanced bivavailability, by indicating
the cell apoptosis-inducing potential of EZT hposomes, (wverall, these resulls suggest thal
liposomal-based formulations of EZT exhibit superior anticancer activity and have

enormous potential in the treatment of prostate cancers.
Key words: Enzalutamide, Prostate cancer, liposomes, Manoparticles.
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Hydrochloride
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ABSTRACT: -

ilresage firm fur pedintnio geul Beriame i well o adlt residenis

Kiywords: -Mouth hizzalving film, Hydrophibe podveerns, Fammlaton consideration, Melarsafisctising techniques, Evalumion s,

INTRODUCTION: -

by liquedying it within a minuteaf oral cavily afler the doteraction with saliva depifved of chewing il no necessity of Water for sdmizdsiratica. 1y rrovides
speedy absameion and proenpt binavatability of dnsgs dug ioextradndimary blood flow and permeability of oral mupasa & 4-1000 rimes supsEriar than tha
of skin. [2.3] Fam digscdving oral flms are adwanitageous in patienss such s peliairic, geriztrice, inmapacitted, emeic patents, disnhen, mididen perimd
of allegic anseks or coughing for teese whio hive mn Energetic i slyle. [4,5] The pesctice of sich datape farmn i [tkewips valoabd wiesther il gemeip
ienmplishreent desingd such g3 koenl anssthatic for it ches, ol uleers, cobd sores ar Tething. Af present, Tramade] is accessibde in v oo o tahdai,
infusion as well a5 capsales in the mrer, Somp pediairic and pematrics PaLienls arv con-gouperativg with Ehess dognge farms, [6] From now el
idisintegrating films have becomg mmpanis fool g improve the patie tomplisncn.

Tmmadal bydrochboride is & sentradly acting synthetic opicid analgesic binding to specific opicd rocepine, It 15 castelf in g supervigsom of longslesting
pair and s siggestad o chicd lme drug in fh: treatment of postopemtive or arthagedic demage indeced noute pain, The camempinary i is planned
o frermnlate and estimate el Fast dsssalving film of timadol hydrochlnride as an Innohalive ammangement of continuad analgesin for patienls with
oithapedic woumbs. The drog possissions aof tramadol hydrochlarde are ontirely appropriate on the: drug selection critern of the mosth dissolving film.

lisscdving film.

ANATOMY OF ORAL CAVITY: -
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ANTIDIABETIC ACTIVITY OF POLYHERBAL FORMULATION
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ALBINO RATS
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ABSTRACT
Background: Dinbetos moifitas (DM} iy & growp of disorders thar reaulis i too muich sugar in the Mood dus 1o impairment of
lipids, carbohydrutes, provecns melaboliem.
Aim and objectives: Development and Evaluation af Poltrkerbal farmidarion (PHF} anad determination af anridinberis
petentil ef developed formulation in Deramethusene induced animal modyl.
Mothod: In the prosens sty plant parts Azadirechia indica { AT} Iowves, Meringa Heifera ¢ MO} fruits and Anddrographis

phytockemisal sereening, PHF was frepured in o rafie of 1:1:] iriality of the finished Frodict was evaluated on the parameier's
ergle of repose, lowse fulk denaity, topped bulk density, carr’s index and hauaner ratic as per the Woeld Health rganezarion s
(WHD) guidelines for the piabity consrol of herbal maieriods. The actite dexicity atwdy of PHEF twere performed as per GECD
geideline 423, rats were orally wdministered 250, 500, 1000 qnd 2000 malkg oper 14 days. The wral glucose tolerance toss (ETTy
ey perfiemed ai 200 g WM0mgike body weight, Antidiaberic wawity of the PHF 1200 qnd Himekz) was seresned ngains
Mexametbmsens FDXM) énduced dinbetos in rars and gltbenclomide was wsed {5 Omgileg body sweight) os stardard drug. The
insestigativnal drig was sdministerad Jor 14 dayvs and the effect of the PHF on blord glucose levels was seudied ar Jdgh ity arfher
ntgrventional perind. At the ond of the stuely, the blood samples wars collected from all the animls Jor biockemucal estimativmg.

Resule: The plon pavts AT leques, M@ fruita, AP stem grd teasen ware evaluated as per physicochamical puramsers gnd ey
were found as par AP] Preliminery phytochemicni sereening of kydroaloahulic extracts wers resvaled thit presence of alkalyids,
Flyeosides, sapuning, flavenmids, carbolydrates, stersids, knnins gnd phenolic compounds in such extrae, PHF were developed by
miing of sach extract in the same ratie grd evaluated. It was found to pe angle of repoee (1) 291, loose buik denasty . Higmimi.
tapped density 0. 5dgmiml, carrs indo 12.50%, hausner's ratio 1.73. Diabetas wirs initieced by DXM and troated swith @55 didl mat
show any change in behaeior and no martality was ehyermad during interventionad pariod ue the dose leps] 200 mgfeg. OGTT awas
Performad by wral camin Estrain of PHF wirh duse 200 cdaied LNerga! ke budy sweight resalt s Siwtired b gradually dveropsed in
Woed glucese fwenl 75, FREL V2mgidl and TEL2 Thngtd! wr 180w Siven the sudy i was predivied thar PHF pessess Antis
hyperglyeomis aetiviey. Experimenial study was shows that an repeted dministrarion of PHF and glibonclumids for 14 days, a
siustuind anid significont docroges in the avernye blood glueose lael af diabetic rats was ohserved. Fag af  the TRtervantional perimd
bivchemical porameters were stisdiod, and i wwas found to be o] of SCOT and wren fevel remain constane af dose of 200mgike,
decrease in SCPT is near to stondard gnd decrease in creatining el is Ereatsy than St ar duae af it e

Conclusion: PHEF containing exirocts of { Azadirecta indica, Moringa oetfera andg Andrographis paricelara ) shaped
significant antidinbatic gnd antibyperiipidemic acrivity which was close to standard drtig. Along with remarkable reduction in Toral
Cholesteral (T'C) level and increased in High Density Lipopratsin {HIML) DXM inducsd diabetes razs. The forcdintion has
smiengen as potentiod combination which can chailenge the svniheic drug,
Keywords: Diabetes mellits: Azadirechta indica; Mari nga aletfera; Andragraphiz paricuiate; Polyherbal formulation, Glibenclarmide

INTRODUCTION
Impartance of Herbal in Manking

Herbal drugs play an important role in the development  of potent therapeutic agents Furthermore, it has proven their
potential for the prevention of several aflments. Earlier human beings started their studies on diseases and e treatments, but
there was no evidence found that peaple have prehistoric use  of synthetic medicines for their sickness [1]. However, Ihey
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Synthesis, Analgesic and Anti-Inflammatory Activities of Some
Pyrazolo[3.4-c]Pyrazole Derivatives

'S_Jayanthimala, *G Mahesh, *Nimmala Shanthi, *P.Nagamani
hisA Department of Pharmaceutical Sciences,
'3 % ikas College of Pharmaceutical Sciences, Rayanigudem(v}, Suryapet (Dist), T.S.India.

Abstract—Historically, heterocvelic compounds
containing Nitrogen, and their derivatives have been
invalusble as a source of therapeutic agents. Pyrazole,
with two nitrogen atoms and aromstic character,
provides diverse functionality and  stereochemical
complexity in a five- membered ring structure, In Knorr
pyrazole synthesis, diimine compound gets deprotonated
i regenerate the acid catalyst and provide the final
pyrazole product. Formation of pyvrazole derivatives
ftom hydrazines, hydrazides, semicarbazides,
thiosemicarbazide and aminoguanidines by condensation
with 1, 3-dicarbonyl compounds is possible. As fused
pyrazoles  are  reported  to be  well  known
pharmacophores, this has motivated to synthesize some
of the pyrazolopyrazole derivatives by using
hydrazine hydrate, thissemicarbazide and semicarbazide,
A series of 3-(aryl}-4-methyl- 3a,6-dihydropyrazolo[3,4-
¢lpyrazole-2{3H}-carboxamides (IVai-e3), 3- (aryi}-4-
methyl-a 6-dihydropyrazolo[3,4-c]pyrazole-2(3H)-
carbothicamide (1Va2-e2)  amd  44aryl)-3-methyl-
1,3a,4.5- tetrahydropyrazolo[3,4-c]pyrazoles {TVal -el)
were synthesized by conventional method where fused
pyrazopyrazoles were prepared. All the compounds were
synthesized with good yield (36-8] %) and characterized
by IR, IH NMR spectral data and C, H, N elemental
analysis. All the synthesized compounds exhibited
analgesic and anti- inflammatory activities.

Keywords—analgesic, anti-inflammatory, knorr pyrazole
synthesis, pyrazole, pyrazolo[3,4-cJpyrazole.

Introduction

Pyrazole refers to the significant [1] class of simple
aromatic ring organic compounds of the heterocyclic
series characterized by a S-membered ring structure
composesd of three carbon atoms and twe nitrogen atoms
in adjacent positions [2- 4]. Being so composed and
having pharmacological effects on humans, they are
classified as alkaloids, although they are rare in nature,
In 1959, the first matural pyrazole, 1-pyrazolyl- alanine,
was isolated from sceds of watermelons, Nitrated-
pyrazole-based energetic compounds have attracted wide
publicity in the feld of energetic materials [5]. The term
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pyrazole was given by Ludwig Knorr im 1833
Rescarchers synthesized pyrazole sceffold and studied
their  applications i Alzheimer’s [isease and
Parkinson's Disease Treatment [£]. Formation of
pyrazole derivatives from hydrazines, hydrazides,
semicarbazides and aminopuanidines by condensation
with 1,3-dicarbonyl compounds is possible. Pyvrazole
derivatives have a long history of application in
agrochemicals and pharmaceutical industry as herbicides
and active pharmaceuticals, Thienopyrazole Moieties are
also proved ctfective [7]. Pyrazoles have been the recent
target of mumeroes methodologies, mostly due to their
prevalence as scaffolds in drug discovery programs as
antimicrobials [8- 9] as HMG-CoA reductase inhibitors,
as inhibitors of HIV-1 reverse transcriptase and
synthesis  in particular of bicactive compounds and
reactions in different media. The pyrazole ring is present
a8 the core in a variety of leading drugs such a Celebrex,
Viagra or Rimonabant. Pyrazoles are found to possess
anti-inflammatory [10- 11] and analgesic [10, 12]
activitives. Many attempts were made by researchers to
find out able potent pyrazolo-pyrazole derivatives [13-
16] and applications [17] of pyrazoles and related
compounds to enhance the biological activity,

Materials and Methods

Well dried epparatus was used to conduct the reactions
requiring anhydrous conditions. Lahoratory reagent
prade solvents and reagents used and purified by
distillation and erystallization wherever necessary, Open
capillary method was used for determining melting
points of newly synthesized compounds. The final
products were purified by recrystalizetion and purity was
checked by micro TLC,

The IR spectra of the compounds were recorded on
JASCO FT/R-3300 spectrometer using KBr pressed

peliet. TH NMR spectra were recorded in a BRUKER
DPX-200MHz spectrometer using TMS as internal
standard. Perkin Elmer 2400 elemental analvzer was
used for analysis of C, H and N which were found within
= 0.4 % of the theorctical values,
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Abstract:- A simple and selective LC method is described for the determingtion of Netupitant and Palonosetron in tablet dosage forms,

Chromatographic separation was achieved on a Inertsil ODS (C18) RP Column (250mm x 4.6 mm. Spm) column using mobile phase

consisting of & 53 velumes of mixed phosphate buffer and 45 volumes of acetonitrile were prepared with detection of 253nm. Linearity

wits observed in the rnge 25-125 pg'ml for Netupitant (r 2 =0.995) and 30-150 pg /ml for Palonosetron (r 2 =0.999) for the amount of
drugs estimuted by the proposed methods was in good agreement with the label claim, The proposed methods were validated, The
aceuracy of the methods was assessed by recovery studies ot three different levels, Recovery experiments indicated the absence of

interference from commonly encountered pharmaceutical additives, The method was found to be precise as indicated by the repeatability

analysis, showing %RSD less thun 2. All statistical data proves validity of the methods und can be wsed for routine analysis of

pharmaceuticn] dosage form.

Keywords: palonosetron, netupitant, acetonitrile, inertail ODS, repeatability,,

INTRODUCTION

Memupitant competitively binds to amd blocks the activily of
the human substance PNEI receptors in the central nervous
svstem (CME), thereby inhibiting MK |- receptor binding of the
enclegemious tchykinin neuropeptide substance P (SP), which
mary result in the prevention of chemotherapy-induced nasea
and  vomiting (CINW) Tt is -M2-DHmiethyl=N-[4<{2-
methylphenyl}6-(d-  methylpiperazin-  1-31}  pyridin-3-vI]
propenamide. s meleculor weight is 37TR603 mzmal. (M,

om0 %)

HJC""H"‘.H

Fig 1. Btmchare of Netupstant

Palonosciron is a $-HT3 receptor antngonist with a strong
bindding affinity for this receptor and litle or fo affinity for other
recepiors. Cancer chemotheragy may be associaied with a high
ingidence of nausea and vomiting, particularly when certain
agents, such a4 cisplating are nsed,

Tt is (58)-3-[(35)-1- mzabicyelo [2.2.3] oetan-1-
V-3 -azatricyclo[ 7.3 L.0] trideca-1{ 12,9013}, I 0-trien-2- oneits
molecular weight is 296,407 g/mol (Suman et al 2020)

Fig 2. Structure of Palonosetron
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Abstract—Historicatly, heterocyclic compounds
containing Mitrogen, and their derivatives have been
invaluable as a source of thorapeutic agents, Pyrazole,
with two nitrogen atoms &nd aromatic character,
provides diverse functionelity end stereocheimcal
complexity in a five- membered ring structure, In Knorr
pyrazole synthesis, dilmine compound gets deprotonated
to regencrate tho acid catalyst mnd provide the final
pyrazole produet. Formation of pyrazole derivatives
from hydrazines, hvdrazides, semicarbazides,
thinsemicarbazide and aminoguanidines by condensation
with [,3-dicarbony] compounds is possible. As fused
pvrazoles are reported to be  well  known
pharmacephores, this hes moetivated to synthesize some
of the pyrazolopyrazole derivatives by using
hydrazine hwdrate, thiosemicarbezide and semicarbazide,
A series of 3{aryl)-4-methyl- 3o,6-dihydropyrazolo[3.4-
¢lpvrazole-2{3H)-carboxamides (1Va3-e3), 3- {arylj-4-
methyl-3g, 6-divdropyrazolo[3,4-clpyrazole-2(3H)-
carbothivamide (T%WaZ2-e2) and  4-(aryl}=3-methyi-
1,3a.4,5- tetrahydropyrazolo[3,4-c]pyrazoles (Tval-cl)
were synthesized by conventional method where fused
pyrazopyrazoles were prepared, All the compounds were
synthesized with good vield (56-81 %) and characterized
by IR, 1H NME spectral data and C, H, N elemental
analysis. All the synthesized compounds exhibited
analgesic and anti- inflammatory activities.

Keywords—analgesic, anti-inflammatory, knorr pyrazole
synthesis, pyrazole, pyrazolo[3,4-clpyrazole.

Introduction

Pyrazole refers to the significant [1] class of simple
aromatic ring organic compounds of the heterocyolic
geries characterized by o S-membered ring structure
composed of thres earbon atoms and two nitregen atoms
in adjacent positions [2- 4]. Being so composed and
having pharmacological effects on humans, they arc
classified as alkaloids, although they are rare in nature.
In 195%, the first natural pyrazole, 1-pyrazolyl- alanine,
was isolated from seeds of watermelons. Nitrated-
pyrazole-based enerpetic compounds have attracted wide
publicity in the field of energetic materzals [5]. The term
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pyrazole was given by Ludwig Knomr in 1883,
Researchers synthesized pyrazole scaffold and studied
their applications i Alzheimer’s Disease and
Parkinson’s Disease Treatment [6]. Formation of
pyrazole  derivatives from hydrazines, hydrazides,
semicarbazides and aminoguanidines by condensation
with [, 3-dicarbonyl compounds is possible. Pyrazole
derivatives have a long history of application in
agrochemicels and pharmaceutical mdustry as herbicides
and active pharmeceuticals, Thienopyrazole Moileties are
alzso proved effective (7). Pyrazoles have been the recent
target of aumerons methodologies, mostly due o their
prevaience ag scaffolds in dreg discovery programs as
antimicrobials [§- 9] as HMG-CoA reductese inhibitors,
as inhibitors of  HIV-1 reverse transcriptase and
synthesis in partioular of bivactive compounds and
reactions in different media, The pyrazole ring is present
as the core in a variety of leading drugs such a Celebrex,
YViegra or Rimonabant, Pyrazoles are found to possess
anti=inflarmmatory [10=- 11] end amalgesic [10, 132]
activitives. Many attempts wers made by researchers to
find out able potent pyrazolo-pyrazole decivatives [13-
16] and applications [17] of pyrazoles and related
compounds to enhance the biological activity,

Materials and Methods

Well dried ppparatus was used to conduet the resctions
requiring anhydrous conditions. Laboratory reagent
prade solvents and reagents used and purified by
distillation aad crystallization wherever necessary, Open
capillary method was used for determining melting
points of newly synthesized compounds, The final
products were purified by recrystalization and purity was
checked by micro TLC.

The IR specira of the compounds were recorded on
JASCO FT/IR-5300 spectrometer using EBr pressed
pellet. 'H NMR spectra were recorded in a BRUKER
DPX-2000MHz spectromeler using TMS as internal
standard, Perkin Elmer 2400 elemental analyzer was
used for analysis of C, H and N which were found within
£ (0.4 % of the theoretical values.
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Abstract:- A simple and selecfive LC method is described for the determination of Netupitant and Palonoseiron in tablet dosage forme
Chromatographic separation was achizved on & Inertsil ODS (C18) RP Column (250mm x 4.6 mm, Sum) column using mobile phas
corsisting of & §5 volumes of mixed phosphate buffer and 43 volumes of acetonitrile were prepared with detection of 253nm. Linearit
was observed in the range 25-125 pg/ml for Netupliant (1 2 =0.995) and 50-130 ug /ml for Pelonesetron (r 2 =099 for the amount o
drugs estimated by the proposed methods was in good agreement with the Iabel claim, The proposed methods were velidated. Th
accuracy of the methods was pssessed by recovery studies ot three different levels, Recovery experiments indicated the absence o
interferance from commonly encountered pharmaceutical additives. The method was found o be precise as inchicated by the repeatabilit
analysis, showing %RSD less than 2. All statistical data proves validity of the methods and can be used for routine analysis ¢

pharmaceatical dosnge form.

Keywords: palonpsetron, netupitant, acetonitrilz, inertsil DS, repeatability.

INTRODUCTION

Metupitant competitively binds to and blocks the activity of
the homan substanee PYNK 1 receptors in the ceatral nervous
gystem (CNS), thereby inhibiting MK 1- receplor binding of the
endogennus tachykinin newropeptide substance P [SF}, which
miy cesult in the prevention of chemothesapy-induced navsed
and  vomiting  (CINV), Tt is  <N,2-Dimethyl-N-{4-(2-
methylphenyl)-6-(4- methyipiperazin-  1-yl) pryridin-3-yl]
propenamide. Its molecular weight iz S73.603 mgmal. (M,
manoranjani. 2019}
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Pig 1. Btructure of Retupitant

Palonosesron 18 @ 5-HT3 receptor antagonist with a stron
binding affinity for this receptor and Jittle or no affinity for oth:
receptors. Cancer chemotherapy may be associated with e hig
incidence of nausen and vomiting, particularly when certal
ngents, - such FE] cieplatin, mre used.

kK i% [58)-3-[(38)=1~- szabicyclo ([2.2.1] octan-.
yi]-3-azatricyelo]7.3.1.0] trideca-1(12),%(13),10-trien-3- e
molecular weight is 296,407 g'mol {Suman et al 2020).
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Fig 3. Structore of Paloncgetron
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Design and Fabrication of Oral Fast Dissolving Film of Tramadol
Hydrochloride
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ABSTRACT. -

For b preveding, i decadin, thevs had been g Beighlered demand fiar mars patient-compliant dosage B Modem projgresses io the technology kuve oifored
winhly duape grtedidons fuim oml rule for pedaties, gerialne, bslddden, nausems ar nonowepliant pilents, Buvedd &nig dalivens hes newly becume a
itk russler of drg sdminlaintion. Due o faal dwelulion 7 aford secner orsat of action, sidesiepping Ba fret poss metbolism, dropping gratsie degradalion and
et ol drugs ared hus snbanee Swirored bicavailability, These properiios offoral films with patient convenience snd sompliance made preveiard end oecepind
tlosags [ines for peddiatriy and geviseic s well w adult cesiil s,

Bepwonds: -Mouth dizzodving Bim, Hydrophillo palymess, Formuolaticn consideration, Manufaciuring techakue, Evalmlion pAramEera

INTRODWCTION: -

Tha definitive aim of evory drsg cunvayance system (6 the slficacivus defivery of the drug, In which peacisally 20%5 of e drogs are dissied 10 the bedy
far the awtion of nuimcnuy sidmesses o discmse 2s it is obhserved as the harmicss, g suitable and mosi tnowpensive meiliod of dnsg delivery having
ibm uppermuost pattent pomplinnee. Fest diesolving ol Glme or ol walers or pal strips o gblingual girips or aml thin filine ke the gresbest
Boswinrd-Wliinding Surm of oral salid disage form doe in more elnsiiny and coriness. [ 1] It progresses the usefiilress oF notive phammaceutizal requimments
by liquedying it within s minise of pral cavity aller the inferaction with sallve deprived of chewing end oo necessity of waler fr sdminstration. B provides
speedy absorplion end prompt Boavailebilicy of dnags due so estrsardinecy blood faw and permeability of oenl mucos is 41000 times seperior than that
of in. [2.3] Fas dissolving anl film am sdvantgeous in patlents ssch i pedistie, gurilrics, incopacitated, emetlo patiends, diarhes, sadden period
Gf pllegic attacks or veughing for teose who have an ensgetic e pyle, [4,5] The prective of such doszge foms B lkewise valuabls whether inefil genous
pevinnplishment desired such o8 local gmesthelic for fooltheches, aml ulcers, cold sares ar teething. At present, Tranadol i soceszible n dhe o o b,
infusicn as well ag capsuies in e nmrket. Some pediotrio and geriacics petlents g non-oooperstive with these dosage Torms, [6] From now oral
disimtegreting Blmes hiive oo important ool to inipagyvs 1he patient compliance.

Tramiadal hydrochloride & o centrully acting pynitketie apioid mmalgesic hinding tspeeific oplodd seceplors. Tt s caslofTin the supervlshon of lnng-listing
piin ptd i fugpested ag chiofline drug in e trestment of postoperuibvg or arfhopedic damage induced souse paln. The contemporary effart is phanned
¢ Fonnulute and sstlmate okl Giel dissalving Gln of tmmadal hydrochiodde as an mnovellve arrangement of continued annlgesin for patles with
oatbaspedic wownds. The drug possessions of remaded hydrechioeidy &e éntirely approprisle on tee dmg selection eoiteris of the mouth dissalvizg fFim.
Trweaided hydrochluride is fits 1o BCS closs-l 2= it is hoving exiracedinary salubility and high penveshiliby which {s tnlecable for preparation of mouth
dlssalving film
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ANTIDIABETIC ACTIVITY OF POLYHERBAL FORMULATION
IN DEXAMETHASONE INDUCED DIABETES IN WISTAR
ALBINO RATS
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ABSTRACT

Background: DNabevs mellious (DM} i3 a group of disorders that rasulis in too much sugar in th bpod due o Gmpairman gf
Lipids, curbrhydrares, profeies mefabolism,

Aim end ohjectives: Devslopment and Evabeetion of Polyborbal formulation {PHF) and dearminarion af antidiabetic
peteriiial of developed formulution in Davemethasone induced animal model,

Method: I'n the present study plant parts Asodirechia indica [AT) lsaves, Morings Olsifora (M) fruits and Androgrophis
paniruluta (AP ) row ond sperm were rollerted and svaliared as por phasico-chemical paranieiers and artiva chomizal constiiients wore
extrcted uring fydroalcohalic avtvent. The active compownds presant in all the threa evirocts sosre idorifiad by preliminary
plevtochemical sereening, PHF was prepored in o ravio of 1:1:1 quality of the finished product wes maluated on the parmmstor’s
anghe of papoze, loose bulk densiy, mpped bulk density, carr’s inder and hausner ratie a5 par the World Health Organizarion’s
(WHO) guidelines for the quality control of herbal materials. The scute tovicity stidy of PHF were performed o8 per GECD
guideling 423, rats were orolly edmintsrered 255, 500, 1600 and 2000mg'kg over 14 doys, Tha oral ghreose toleranes st (OGTT)
was performed ar 200 and $00mglks body weight, Antidiabetic wcdvity of the PHF (200 and F00mg'kg) wos sersensd aguins
Devamathasone (DXM) indiced diabetes in rets and glibenciamide was wsed {a.0mglhg body teeight) as standord drug, The
snvvstigarional drug woes edministered for 14 days and the effect of the PHF an blovd glucose levels was seudiad at 14th day after
satarventiongl peried. A8 ha end of the study, the dloed samples were collecred from all the animals for blochemical estimation.

Rosule: The plant parts AT leaves, MO fruits, AP stem and loaves wers evaliesied as per physicochamical parameters and thay
were found ax per APL. Prelimingry phytochemical screening of pdronlceliolic extracrs were recvaled that presence of alkalsids,
gl_rwiilf-ﬁ!; supl.lnini:. _ﬂu'l.lunufurs, mrﬁm‘l:l-'f.ﬁ'ﬂ!-l-!, sleroida, lanning and Pknnﬂ-.[:'.:: cwtiponda in vonh esfrace, PHF were develeped ﬁ:,r
mixing af ench extract in the same rotio and evaluated, It was found to be angle of rapose (&) 291, foose bulk denaity 0. 4 8gmimi,
tapped density 0. 5dgmiml, carrs indes 12,505, hassner’s ratio 1,13, Dinbetes was induced by DXM and treated with PHF did net
shene any change in behuvior and ro morialioe was obsvrved during interventionol period aple the dose lavel 2000mglg. OGTT was
peerformed by oral administrution of PHF with doss 200 and $00mg/ kg budy weight resslt woas found to be gradually decrensed in
blovd glucose leew! 75.75£1.92mgfd] und 7242, T3mgidl a¢ 180min jrom the sudy it 1wes prodicted that PHEF possess Ansis
byperglyeemic aofivity, Exparimensal study was shees that on rapoated adminiscration of PHF and g]ihnrdﬂmfdgﬁr 14 days, a
sustatnad grd significant decroasa in the average bisod glucose level of diabetic rats was vlwerved, End of  the interventional parfod
tiaclemicet poranaire were shedied, and o was fourd 1o be bl of SGOT and uren leval remain consiant ot dose of 200mygkg,
decrense T SCPT is near to arandard and decrease in croatining fovel ia groater than Brd of duse of 400mplhs,

Conclusion: FHF contrining edracts of (Adsodicectn indicn, Moringa osifera and Andrographis paniculote) aboeed
siguificand antidinbaric and anrifyperlipidenic aerrvedy which was clese fo stnnderd dreg. Along with remarkabls redwetion in Toeal
Cholestaral (TC) lovat and increased in High Density Lipoprotein (HDL) DXM induced diabetes rats, The formulation hes
smerged as porentinl combination which can ehollsnge the synikotic drug.

Keywords: Dlabetes mallitus; Azadirecher indice; Motings cleifera; Androgrephis penicilote Polvharkal formulation, Glibenclamide

INTRODUCTION
Importance of Herbel in Mankind

Herbal drugs play an important role in the development of potent therapeutic agents. Furthermose, it bos proven their
poteatial for the prevention of several ailments. Barlier buman beings started their studies on diseases and its treatments, buot
there was no evidence found thut people have prehistoric use  of synthetic medicines for their sickness [1]. However, they
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ABSTRACT

Background: Diabers meilitns (DM is o group of disorders that pesulte in tow muck sugar in ti bloed dua to impairment of
iipads, earbolordrates, profeins metabolism,

Aire and objactives: Dovelopment and Evaluation of Palyherbal formulation f PHF) and determinarion of ansidiabetic
potential of developed formiaarion in Devamethasons indvced onimeal modal,

Method: In the present study plant pants Azadirechia indica (A1) leaves, Moringa Dleifera (MO Fruits and Andrographis
penirulata (AP} roat and stem iwers collected and svaluated s per pliysico-chamical paremsters and oetive shemival comstituents wers
extrocted wstng kydroaleoholic solvent. The octive compounds presens in ol the thres extrocts ware identified by proliminary
phytochemical sereening. PHF wos prapared in g ratio of 1:1:1 quakiey of the finished product was ealyasd en the parametar s
angle af rapose, doose bulk density, wpped bulle density, care’s inder amd hausner raris as per the World Hoalth rgenization’s
{WHY guidelines for the qualily contral of harbal marerisls. The acute taricity study of PHEF were performed as por OECD
guideling 423, rats were erally administerad 250, 500, 1000 and 2000mglke over 14 diys. Tha oral glicose tolarance gost (OGTT)
was perfermed af 200 and 400mglhg body weight, Antidiabetic activity of the PHF {200 and d00mg'kg) was sereened againe
Devamathasons (DXM) indurced dinhetes in rats and glibenclomide was weed (G.0mgikg body weight] as standord drug, Tha
investigntional drag was administernd for 14 days and the affec of the PHF on Wowd glucese levels was sndisd ar 1k day afiar
tnterventional pariod. At the end of the sudy, the boed samples were coliected from all tie animals for bivelhemisal eatimation.

Result: The plant parts AT lewves, MO fruits, AP stem and lagves were svalicred as per physivochamical paramesters and thay
werg fond a5 per APL Preliminary phytochaniical soreening of hedroaloeholic extraces wern repealed tha presunce of afkaloids,
Elyeosides, anponing, Savonoids, carboliydrates, ateroids, lannins grd Phanalic compounds in each extract,. PHF werg reveloped by
miving of eoch éxtract in the same ratio and evaluated. It was frund 10 be ungle of repose (8 29.1, loese bulk density 0, 48gm/mi,
tappd deneity 0.54gmiml, carrs index 12,505, hausner's ratio 1,13, Diabetes was induced by DX M and treated with PHF did ned
shon any change in behavior and no mortality was observed during interventional period npte the dose fevel 2000mgg. OGTT was
prerfrrviad by vral admendsiration of PHE with dose 200 and 00w kg boddy wetghe result s foarnd o be gradieclly decraused in
tlowid glocose Tevel 757541 92mgid] and T2+ 73myidt at 180min from the stady @t wes predicted that PHF possess Andi-
hyperglyenmic getivity. Experimantnl stndy was shoncs that ar rapeated adminisrarion of PHF and gliben clamida for 14 days, a
gstatied snd significont derrensn in the aeerage bisod glucose lorel of diabetic rats was observed. End af  tho fndervendional period
beochemical perameidrs wers sfudiod, and i was found 1o be fsved of SCOT and uren leval renain éconsdant ot doss af 200mg'ke,
eerease in SEPT e moar fo standard and decroass in croptinineg level {s groater than Sid gz dose af 400mglig.

Conclusion: PHF containing extrants of (Azadirecta indie, Muoringa oetfera and Andrographis pantrudana) ahomed
significant antidinbatic and antihypertipidemis achivity which was dose o standard drug. Aleng with remarkable reducsion in Total
Chotesterol (TC) leval and incronsed in High Density Lipoprotein (HDL) DXM induced dinhores rats. The formudation fies

arierged o Prﬂmhn! emnbination wiisag san clallonge tha a'].'rl:ﬂl:ﬂiq: q':mhg
Keywords: Disbetes mellitus; Azadirechen ingica; Moringa oletfers; Androgrophis paniculate; Palybherbal formulation, Gibenelamids

INTRODUCTION
Tmportasee of Herbal in Mankind

Herbal drugs play an important role in the development of potent therapeutic agents, Furthermare, it has proven their
potential for the prevention of several allments, Earlier buman beings stacted their shidies on discases and (s treatmants, but
there was ne evidence found that people have prehistoric use  of syothetie medicines for their sickness [1]. However, they
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Synthesis, Analgesic and Anti-Inflammatory Activities of Some
Pyrazolo[3.,4-c|Pyrazole Derivatives

'S Jayanthimala, *G.Mahesh, *Nimmala Shanthi, *P.Nagamani
“+*Department of Pharmeceutical Sciences,
"Thyikas College of Pharmaceutical Sciences, Ravanigudem(v), Suryapet (Dist), T.8.India.

Apstract—Historically, heterocyclic compounds
containing Nitrogen, and their derivatives have been
invaluable ag a source of therapeutic agents. Pyrezole,
with two nilrogen atomns and aromatic charscter,
provides diverse functionality end stereochemical
complexity in a five- membered ring structure. [n Knorr
pyrazole synthesis, diimine compound gets deprotonated
to regenerafe the acid catalyst end provide the final
pyrazole product. Formation of pyrazole derivatives
from byvdrazines, hydrazides, pemicarbezides,
thiesemicarbazide and aminoguanidines by condensation
with 1,3-dicarbonyl compounds iz possible. As fused
pyrazoles  are reported to be  well  kmown
pharmacophiores, this has motivated to synthesize some
of the pyrazelopyrazole derivatives by Esing
bwdrazine hydrate, thivsemicarbazide and semicarbazide,
A zeries of 3-(aryl)-4-methyl- 3a6-dihydropyrazolo[3,4-
c]pyrazole-2(3H)-carboxamides (TVa3-e3), 3- {aryl)-2-
methyl-3a 6-dihydropyrazolo[3,4-clpyrazole-2(3H)-
carbothioamide (TVal-e2) and  4-(aryl}-3-methyl-
|, 3a,4,5- tetrahydropyrazolo[ 3, 4-cIpyraeoles (TVal-gl )
were synthesized by conveational method where fused
pyrazopyrazoles ware prepared. All the compounds were
gynthesized with good vield (36-81 %) and characterized
b;..- IR, TH NMR spectral date and C, H, N clementel
analysis, All the synthesized compounds exhibited
analgesic and anti- inflammatory activitias.

Keypwords-—analgesic, anti-inflammatory, knorr pyrazole
synthesis, pyrazole, pyrazolol34-¢clpyrazole,

Introdoction

Pyrazole refers o the significant [1] cless of simple
aromatic ring organic compounds of the heterocyclic
scries charucterized by a S-membered ring structure
composed of three carbon atoms and two nitrogen atoms
in adjacent positions [Z- 4], Being s0 composed and
having pharmacological cffects on humans, they dre
classified as alkaloids, elthough they are rare in nature
[n 1959, the first natuml pyrazole, 1-pyrazolyl- glanine,
was isolated from seeds of waiermelons, Nitrated-
pyrazole-based energetic compounds have attracted wide
publigity in the ficld of energetic materials [5]. The term

pyrazole was given by Ludwig Knomr in 1883
Researchers synthesized pyrazole scaffold and smdied
their applications i Alzheimer's Disease and
Parkingon's Disease Treatment [6]. Foemation of
pyrazole  derivatives from hydrazines, hydrarides,
semicarbazides and aminoguanidines by condensation
with 1,3-dicarbonyl compounds is possible. Pyrazole
derivatives have a long history of application in
pgrochemicals and pharmacentical industcy as herbicides
gnid active pharmacenticals. Thienopyrazole Moicties arg
also proved effective [7]. Pyrazoles have been the receat
target of mumerous methodologies, mostly doe to their
prevelence ps scaffolds in drug discovery programs as
antimicrobials [8- 9] as HMG-CoA reductase inhibitors,
as inhibitors of HIV-1 reverse ftranscriptase and
synthesiz  in particular of bicactive compounds and
regctions in different media, The pyrazole ring is present
a3 the core in a variety of leading drugs such & Celebrex,
Viagra or Rimonabant. Pyrazoles are found to possess
anti-inflammatory [10- 11] and anoalpesic [I0, 12]
activitives. Many attempts were made by researchers to
find out able potent pyrezolo-pyrazole derivatives [13-
6] eod applications [17] of pyrezoles mnd related
eompotinds o eahance the biclogical activiry.

Materials and Methods

Well dried apparatus was used o conduct the reactions
roquiring anhydrous conditions. Laboratory reagent
grade selvents and reagents used and purified by
distillation and crystallization wherever necessary. Open
capillary method was used for determining melting
points of newly synthesized compounds, The final
products were purified by recrystalization and purity was
checked by micro TLC.

The IR spectraz of the compounds were recorded on
JASCO FT/IR-5300 spectromeler uging KBr pressed
pellet. I NMR spectra were recorded in @ BRUKER
DFX-200MHz spectromeeter uging TMS as  intermal

standard. Perkin Elmer 2400 elemental analyzer was
used for analysis of C, H and N which were found within
£ (14 % of the theoretical values,
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Design and Fabrication of Oral Fast Dissolving Film of Tramadol
Hydrochloride

"Nimmala Shanthi, ’S. Jayanthimala, "G, Mahesh, *P. Nagamani.
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ABETRALCT: -

Far the preceding two decades, e hg been a beightened deand for meee patisnt=complisn) Sosage fms. Modern progresies In tie fecbaclopy have ofTeml
viahle disape gibatilulies Ton cal mule for pediaries, getilcs, balidd e, nvseous or opmeompliand patiests. Buceal drug delivery has newly bevome a
chief reie of drug odmenisraiion. Doe do fast disseletion |t 2fTond souner onset of solien, skiestepaieg the Bret pass metalism, deoppéng pasiric degradnton and
wrralsbalism ol g and i ehlande ther aml flaread Tabilky. These progenics ol gral s with pation] comvmisee ond n:l|||;||i|lnuu made Frgl.luh-nl and |.|:'c_'-:-|:||..:-|:|
dosinga foem far pedinirio ned geclairic i well as silult reshkiens

Keywanls: -Mourh diseolvieg filen, Hydeophilis pelymen, Fontwlation qonsidoralion, Manuficiuriog techniqoees, Byaiustion pernmetes.

INTRODTCTTON: -

Tho defimitive 2im oF avery dug conveypunds Systen i# the ellfavious delivery of the dmg, nehéch praiivadly 8%, of the Snegs are diracled & tho hody
fiar theraifion of numeuas sicknesses and discase as 1 s obsereed as the barmiess, mos snitalble gnd mod irexpensive mathod af dg delivery Baving
the wpparoast palienl complirmes, Fagl dissulving el Bims or oml walors or oml strips or sublingual sirips or aml ihin filme ire tBe greatest
Forward-thinkiag By of orad aolid ckeage faren $ue fo emore elpsiicity and cominess [L1]1 1 progresses the issfulness -al’&:l:imphnmofull-:i,l reguirements
oy Giquedying it within & minute of oral cavity ofter the inberaction with sslive deprived of cherwing mnd ne necisity of wolsr for sdministnalicn. B provides
speedy absorplion ol prompl Baveilebiliy of dfuge dus ta extrsordinary blood flow and permeabidlity of ceal mucose is 4- 000 times aperior San tha
of skin. [23] Past dissodving aral fibms aoe advantagecius In patlents gech i pedine, gertics, boapasitated, smetds e, diarhes, sodden period
el mllergic aftscks or epughing For Beiee who have an energetie 1R pvle [4,5] The pesctive ol soch dowape Fam & likewise valuable whether indigenous
accinnpisshment desired such as lical eresthalic for loathaches, ol ulcers, pokl sores ar teething. At present, Tramadod is aocessibis [n 1he foren ol shler,
Imflsion a5 well ag cigmales Bnthe purket. Soime pediatric ged geristrics pallente are non-gooperstlve with thise dosags Torme [6] From now oral
dintegrnling flma bave Beeame impomant sl i Enpges Tha guitiood {|'|r.\FF'i|_n|;u_

Tansdel hydrochlenida iy 2 cmimlly pehing synthetic apicid annlgesic binding 1o specifio opdoid recoptors. | is castoff in the supervision of ong-lnling
paln ond is sugeesiod ns chiof line drug in the tresiment of postoperative or erihopedic demage Induced acule pain. The eonbemperery afford is plemmed
to Sarmilete and estiimale aml B dissolving film of Inmadel bypdochlonde as e= mnovalive wmazsgement of continged smalgesu for pailenis with
orthopedee woands, The dnig posessaaorg of tranade] hypdrochionde are enlicely sppropriste oa the dnsg seledion crlena of the mouth dissolving Glm
Truinadal hydrochionde is fits bo BCS cluss-l ag o [s having extmordinay sobebily wnd hlgh pennsabifty which i3 todusable for prepanfion ol mauth

dizzhving film
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Simultaneous Estimation of Netiputant and Palonosetron
using UPLC

P. Nagamani !, 8. Jayanthimala * , G. Mahesh 3 Wimmala Shanthi ©

Department of Pharmaceutical Sciences, Vikos College of Pharmaceutical Sciences,
Fayenigudem(v), Suryapet (D). T.5.India

Abstract:- & simple and sclective LT method 15 deseribed for the determination of Netapitant and Palonosstron in tablet dosage forms
Chromatograghic separation was achieved on & Inertsil ODS (C18) RP Columa (230mm x 4.6 mm, Spm) column using mobile phas
consisting of & 55 volumes of mixed phosphate buffer and 45 velumes of acetonitsle were prepared with detection of 253nm, Linearit
was ohserved in the range 25-125 pg/ml for Netupitant {r 2 =0.993) and 50-130 pg frol for Palonosetron (7 2 =0.999) for the amount o
drags estimated by the proposed methods was in good sgreement with the label ¢laim. The proposed methods were validated. Th
accuracy of the methods was assessed by recovery studies al three different levels. Recovery experiments indicated the nbsence ¢
interference from commenly encountersd pharmaceutical additives. The method was found to be precise as indicated by the repeatabilit
analysis, showing WRSD less than I, All statigtical data proves validity of the melhods and can be wzed for moutine aralysis ¢

pharmaceubical dosags form,

KCeywords: palonosetron, netupitant, scetonitrile, inertstl (DS, repeatability..

Palonosstron iz & 5-HT3 receptor antagonist with a stron
binding affinity for this receptor and litle or no affinity for othe

INTRODUCTION
Netupitant competitively binds to and blocks the activity of

the human substance PANK 1 receprors in the central pervous
systom {CNS), therehy inkibiting NK 1- receplor binding of the
endagenous tschykinin newropeptide substance P {SF), which
miy cesult in the prevention of chemotherapy-induced nausen
ard  womiting (CINV), Tt i N.Z-Dimethyl-K-{4-(2-
methylphenyl}-6-4- methylpiperazin-  1-yl) peridin=3-yl]
propenamide, Tts molecular weight is 578.603 mp'mal. (M,

manorarjank 2019}

H. -

H,;.{:

receptors, Cancer chemotherapy muy be assoclated with a hig
ineidence of mauses and vomiting, perticulardy when certal
ageats, such a8 cisplazin, are s,

It is [58)=3-[(35}-1- nzobicycle [2.2.2] octan-
yl]-3-azatricyclo{7.3.1.0] wideca-1(12),9(13),10-trien-2- o
molecular weight is 296,407 g/mol {Suman et al 2020).
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Fig . Somemre of Palonesstran

(i OO - TN
o OLLEGE OF PHARMACEUT ICAL BCTE" Al Tights reserved by ww jidps.com
anipuden (V),-503 376, Suryapet | .. .
" Suryaped Olst, Telangana,



Journal For Innovative Development in Pharmaceutical and Technical Sclence (JDPTS) (JIDETS)
Volame:5, lssue 08, Aug:2022 ISSN(0):2581-6934

e r— = ——

Simultaneous Estimation of Netiputant and Palonosetron
using UPLC

P. Nagamani ' , 5. Jayanthimala * , G, Mahesh 3, Nimmala Shanthi *
Department of Phameaceutionl Solences, Vikas College of Pharmaceutical Sciences,
Rayanigudem(v), Suryapet (I).T.5.India

Abstract:- A simple and selective LT method is desoribesl for the determination of Netupitant and Palonosetron in tablet dosags forms
Chromatographic separation was achisved on a Inertsil OD5 (C18) RP Colummn (250mm % 4.6 mm. Spum) coumn using mobile phis
consisting of 8 55 volumes of mixed phosphate buffer and 45 volumes of acetonitrile were prepared with detection of 233nm. Licarit
was observed in the range 25-125 pg'ml for Netupitant (7 2 =0.995) and 50-130 ug /m for Paloresetron {r 2 =0.999) for e amount ¢
drugs estimated by the proposed metheds was in good agreemnent with the label claim. The proposed methods were validated. Th
accaracy of the methods was assessod by recovery studies at three different levels, Recovery experiments indicated the sheence ¢
intecferenee from commonly eacountered pharmacectical additives. The method wag found 1o be precise as indicated by the repeatabilit
analysis, showing %RSD less thun 2. All statistical data proves validicy of the methods and can be used for toutine anelysis

pharmaceutical dosoge form.

Keywords: palonoseiron, netupitant, accionitril, inertsil TS, repeatability..

INTRODUCTION Palonosetron is & 3-HT3 receplor antagonist with a stror
Negupitant competitively binds to and blocks the activity of binding affinity for this receptor and little oe no affinity for oths
the human substance PN receptors in the cantral narvous receptors, Cancer chemotherapy may be aasociated with & hig
system (CNS), thereby inhibiting NK | - receptor binding of the incidence of nausen and vomiting, particularly when corta
endogenens tchykinin newropeptide substance P (SF), which mgents, such  as cisplatin, ara nsedl,
may nesult in the prevention of chemwotherapy-induced nauses It is {58)-3[(35)-1- azabicyclo [2.2.2] oclan-
and vomiting (CINV), It s M, 2-Dimethyi-MN-[d=(2- yll-3-gratrigyelofT.3.1.0] trideca-1{12),9(13}, 1 0-frien-2- one.i
metnyiphenyli-f-(d- methylpiperazin- 1-¥1} pyridin-3-y1] maleculor weight i 296407 gimol (Suman et al 2020

propenamide. Tts moleenlar weight is 378603 mg'mol. (M,
manoranjant. 2019}
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ANTIDIABETIC ACTIVITY OF POLYHERBAL FORMULATION
IN DEXAMETHASONE INDUCED DIABETES IN WISTAR
ALBINO RATS

G. Mahesh®, Nimmala Shanthi, Nagamani, S, Jayanthimala.
Depariment of Pharmaceutical Sciences, Vikas College of Pharmaceutical Seiences, Rayanigudemiy), Suryapet {Tst).
T'8 fndia.
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ABSTRACT

Baskgrournd: Tiobees mellitas (DM is a group of disoeders that reseles in oo much sugar in the blood due 1o tmpuirmant of
Hipids, corbohydrates, profeirs matabolizm,

Aim and ahjscrives: Develepment and Evaluation of Polpherbal formulation { PHF) and detsrmination of antidiabetic
purentiol of developad formuglurion in Deramethasons indiced animal model,

Method: In the presenit study plant ports Asadivechio indica (A1) laves, Moringa Meifera (MO) fruis and Andrographis
pantrulata { AP} root and stem wera vollected and voalieated g2 per physico-chemical paramatars and antive chomical constituants weres
extracried wsing fydroolcoholic sefvunt, The scfive compounds presens in afl the thres sxmracrs tare identifiad by prefliminary
phytechemical screening. PHF was prepored in g radie of 1:1:] quality of the finished product was svaluated en the porameter’s
ongle ef repose, loose ballk density, sopped bulk demsity, care’s inder and havsner rafio os per the Wordd Hoalth Organization’s
(WHC guidelives for the guality control of herbal materials, The aeute taxicity study of PHF wera performad es per QECD
guideling 423, rats were orally administered 250, 500, 1000 end 2000mglkg over 14 days. The aral glucose tolsrance tast {OGTT)
was performed ai 200 and &0Gmgihy body weight. Antidiabetic activity of the PHF (200 and diitmgliig) was ecreened agoinst
Dexamethasonn (XM induend dinberss in rats and glibonclomids was wsed (5, 0maiky boddy wwight] as standard drug. The
impwstigational drag was administered for 14 duys end the effect of the PHF an blaod glicoss levels wag studied a1 14tk day affer
smtereentional pariod, At the end uf the study, the bleod sgmples were collectad from all the animals for biochamioal astimarion,

Result: The plant parts AT beaves, MO fruies, AP stemn ool leazes were svalvated as por phoysicochemical parameters and they
were fownd as per APL Preliminary phytochemicn! screening of Aydroaleokolic exirocts were ressaled that prosence uf eikaloids,
ghveusiden, saponing, flaseneids, corbulpadrates, stereids, torning and phenelic compounds i aoch extract, PHF eare develuped by
maxing of each evivact in the sosme ratio and evalusted. It was found o be angle of repose (8) 29,1, loose bulk densiy 0. 40gmiml,
tapped denaity (. 54gmiml, cores index [2.50%, hausnar's patio 1,13, Dinberes was induced by DX M and peated with PHF did nat
shosw iy chinge in bebactor and no mortality wos ebserved during interventivnal period upto the dose level 2000mg'ly, OGTT 1wes
porfurmed by oral odministration of PHF with dese 200 wnd dieg kg budy weight result was found fo be grodually decreused in
blowd gluross level 75,7521 90mgldl and 7222 T3mgldl o 180min from the study it wos predivied that PHF possess Antis
rp_ﬁ}lcrgi_:.-rﬂm'n na"r|'1_-|:.|1-_ .E':rlpmmr-nru'.l' :|J-||.|f_'_r' woes slurny Hal oo repeaded administiration |:5|' PHE gnd Eﬁﬁ._:ru-frpmi-d’.g_fu; 14 "!':.:'1- a
siestainad and signifivant decrose in the arerage Wood ghicose level of dicbetic rats wos ehserved, End of  the interventional pariod
binchemical porameiers were siudied, and it was found o ba lape! of BEOT ond wrea level renndn constomd af dose of S00mgky,
decreade in SEPT is near to standard and decrogse in craqsinine level (s groater thon Std a2 dose of $00meks,

Conclusion: PHF containing extracts of [(Asodirecty indica, Moringa oelfers and Andrographiz panieidota) ghowed
sigrificant antidinbetic and anmhyperipidemic eefvity which was dose o standaord drug. Along with remarkable redvetion in Toral
Chotesteral FTC) lvvdl and fncreased in High Density Lipoprofein (HDL) DXM induced dicbetes rots, The Jormaulation hos

rmeﬂ;ru' [oE] _II.II:.UI:'I':IJEHE combrnoiion vehiok can cﬁ-uﬂmgg tha .gjnf.i'p-ﬂr',;: .nh.l.g.
Keywords: [Mabetes mellitus; Azadivechir Indlics; Maringa aleifers; Andrographis paniculets; Polyherbal formulation, Hivenclamide

INTRODUCTION
Importance of Herbal in Mankind

Herbal drags ploy an imporiant role in the development  of potent therapeutic agents. Furthermorg, it bas proven their
potential for the prevention of seweral ailments. Earclier buman beings siarted their stiddies on discases and its treatments, but
thare was oo gvidence foond that people have prehistoric use  of synthetic medicines for their sickness [1]. Howewver, they

e
ey igueniV)-508 376, Survane, .

Rllﬁ.ll"lﬂ.‘.' Mime ™aboo

L 2021 EPRA LURD | Jomrsal DO Mpﬁh'iuglin_:ﬁ].mmﬁﬂrwamhunmmm 18]
LR ¥ h



Internatioral Journal of Regearch Publication and Reviews, Vol 3, no & pp 139-149, August 2022

International Journal of Research Publication and Reviews

Journal homepage: www.ijrpr.com ISSN 2582-7421

wa L FEE LU
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Hydrochloride
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AHETIACT: =

Fux the preceding rac decedes, there: had been & Beighlened demasd for @ pulien] -compliant dosgge Sems, Modem mogressss in the technology kave offered
wimhle dusaps pubsinatiag fom ol neale for pediatres, geralrk, bedridden, neusesis or noseomplant patisnts. Buccel doug delivery b newly beoome a
ehief e of dmg sdrminleiraliun. Do to fast discdation il afTonl sueeer ooset of aclion, sadebapping the fl s malzbalism, drapping mstic degesdstion and
maaizhnfiam ol drags and thes enlanee their oml bioavailobe ey, These propecties of onal films with petient convenienve ond complience made prevalent ond acceped
diarge fom for pedistio o peraing s will aa aluli neseiss
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Synthesis, Analgesic and Anti-Inflammatory Activities of Some
Pyrazolo[3,4-c]Pyrazole Derivatives
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Abstract—Historigelly,  heterocyclic  compounds  pyrazole Was given by Ludwig Koorr in 1883
conteining Nitrogen, and their derivatives have been Researchers synthesized pyrazole scaffold and studied
invaluable as g scurce of therapeutic agents, Pyrazole,  their  applications in Alzheimer’'s Discese and
with two nitrogen atoms and aromatic character, Parkinson's Disease Treatment [6]. Formation of
provides diverse functionality and stereochemical pyrazole  derivatives from  hydrazines, hydrazides,
complexity in a five- membered ring structure. In Knorr semicarbazides and aminoguanidines by condensation
pyrazole synthesis, diimine compound gets deprotonated  with 1,3-dicerbonyl compounds is possible. Fyrazole
to remenerate the scid catalyst and provide the final  derivatives bave a long history of application in
pyrazole product. Formation of pyrazole derivatives agrochemicals and pharmaceutical indusiry as herbicides
from  hydrazines,  hydrazides,  semicarbazides, ard ective pharmaceuticals. Thienopyrazole Meieties are
thivsemicarbazide and entinoguanidines by condensation  also proved effective [7]. Pyrazoles have been the recent
with 1, 3-dicarbonyl compounds is possible, As fused  farget of numerous methodologies, mostly due to their
pyrazoles  are  reported  to  be  well  lmown prevalence as scaffolds in drug discovery programs as
pharmacophores, this has motivated to synthesize some antimicrobizls [8- 9] as HMG-CoA reductase inhibitors,
of the pyrazolopyrazole derivetives by using  as inhibitors of HIV-1 reverse transcriptase and
hydeazine hydrate, thicsemicarbazide and semicarbazide. synthegis in particular of bicactive compounds and
A series of 3<{arvi)}-4-methyi- 3a,6-dihydropyrazole{3.4- reactions in different media. The pyrazole ring is pregent
¢]pyrazole-2(3H)-carboxamides (T¥a3-e3), 3- (erylp-4-  as the core in a variety of leading drugs such a Celebrex,

methyl-38,6-dihydropyrazolo[ 3, 4-c]pyrazole-2(3H}- Viagra or Rimonsbant, Pyrazoles are found to possess
carbothicamide (TvaZ-e2) and  4-(aryl}-3-methyl-  anti-inflammatory [L0- §1] end analgesic [10, 1Z]
|, 3a,4,5- terralydropyrazolo] 3,4-clipyrazoles (TVal-cl) activitives. Many attempts were made by researchers to

were synthesized by conventional method where fused find out able potent pyrazolo-pyrazole derivatives [13-

pyrazopyrazoles were prepared. All the compounds were  16] and applications [17] of pyrazoles and related

synrhesized with good yield (56-81 %) and characterized compounds to enhance the biological activity.

by IR, 1H NMR speciral data and C, H, N el=mental

analysis. All the synthesized compounds  exhibitod Materjal: and Methos

analgesic and anti- inflammatory activities. Well dried epparatus was used to conduct the reactions
, . requiring anhydrous conditions. Laboratory reagent

K‘{"Eﬂ‘_’#ﬁ"ﬂmmtﬂ’c’ a'“”;m'fq]ﬂ#mmtw'rnm pyrazcie grade solvents and reagents used and purified by

synthesis, pyrazole, pyrizoio(3, OjpEaIe. distillation and crystallization wherever necessary. Upen

Introduction capillary method was used for determining melting

=15 » W i
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aromatic ring organic compounds of the hetercoyclic Eecked O TLO

series characterized by a S-membercd ring structure ko L MlpeD :

compased of three carbon atoms and two pitrogen atoms  The IR spectra of the compounds were recorded o

in adiacent positions [2- 4] Being so composed and  JASCO FT/IR-3300 spectrometer using KBr pressed

having pharmacological offects on humans, they are  pellet, |H NMR spectrn were recorded in & BRUKER

classified as alkaloids, although they ere rare in neture.  DPX-200MHz spectrometer using TMS as internal

In 15959, the first saturel pyrazole, 1-pyrazolyl- alaning,  standard, Perkin Elmer 2400 elemental analyzer was

was isolated from seeds of watermelons. Mitrated-  psed for analysis of C, H and N which were found within

pyrazole-based energetic compounds have attracted wide = (1.4 % of the theoretical values.

publicity in the field of energetic materials [5]. The term
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Description

Ceiba pentandra and Parmotrema perlatum lichen are two
illustricus spices. Apart from thelr benafit as aromas, These
are known for various therapeutic activities. Both are well
known as appetizers. Decoctions of theses powders are
used to relieve cough, anorexia and helminthiasis ete.

Though several studies on antimicraobial activities of these |j" . Lu,a’ L

two plants are available, studies on resistant PRINCIPAL o
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Description

Bacterial resistance to antibiotics Is rising to dangerously
high levels globally making it one of the most urgent public
health problems. Hence, there is an urgent need to develop
new and potent antibacterial agents, ATP-dependent
bacterial GyrB enzyme is crucial for the maintenance of
DNA topology and survival of bacterial cells. GyrB is
ubiquitous in bacterial cells but absent in human making it
an attractive target for the development of antibacterial
agents. Several GyrB inhibitors are described in the
literature including coumarins, synthetic coumarins, triazine
derivatives, benzimidazole ureas, benzothiazole ureas,
pyrimidine-based analogues, pyrrolopyrimidines, 9H4-
pyrimido(4,5-b]indoles, thiazole-aminopiperidine hybrid
analogue, pyrimido[4,5-b]indol-8-amine,

aminopyrazinamide, thiazolyl pyrazole carboxamides, 3- - EﬂED‘FFHiHﬂEE'JTmL
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Abstract

In the present work, we carried out
hydroxybenzotriazole (HOBT) and 1-
(3-dimethylaminopropyl)-3-
ethylcarbodiimide hydrochloride
(EDCl)-mediated synthesis of new N'-
(1,3-benzothiazol-2-yl)-arylamides C;.
15 in high vields under relatively
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Description

The alarming rise of bactenal resistance is cccurring
worldwide and endangering the efficacy of antibiotics.
Therefore, development of new and efficient antibacterial
agents remains paramount. In the presenl work, we
designed and synthesized a series of N-(1,3-benzothiazal-
2-yl)-substituted aryl/aralkyl hydrazides C1-C27 and
evaluated them in vitro for their antibacterial activity.
Among all tested compounds, C10, C15, and C24 showed
potent activity against Staphylococcus aureus ATCC 43300
(MRSA). Minimum bactericidal concentration studies of
synthesized compounds are performed against selected
bacterial strains. Time Kill kinetics showed that the
compounds €10 and C15 possess bactericidal activity
against MRSA ATCC 43300, while compound C24 possess
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ABSTRACT

Nanotechnology has recently gained increased attention for its capability to effectively diagnose

and treat various tumors. Nanocarriers have been used to circumvent the problems associated
with conventional antitumor drug delivery systems, including their nonspecificity, severe side
effects, burst release and damaging the normal cells. Nanocarriers improve the bicavailability
and therapeutic cfficiency of antitumor drugs, while providing preferential accumulation at the
target site, A number of nanocarriers have been developed; however, only a few of them are
clinically approved for the delivery of antitumor drugs for their intended actions at the targeted
sites. Nano/crystals owing to its ability to modify the physicochemical and biological properties
of the drug have gained widespread attention among the research scientists. This review provides
comprehensive detail on the associated advantages, challenges, factors affecting
physicochemical properties, and optimization parameters about the stability of nanocrystals, In

this review, the evolution of nanocrystals is discussed as first-generation simple nanocrystals,

450
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Method development and validation of
cabozantinib by LC-MS/MS
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Abstract

A simple, selective, robust and  sensitive
chromategraphy method has boen develop
Arorvactatin and Ezatimibe in bulk drug and pharmaceutical f

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

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

acetate buffer pH 3.0 (50:50, v/v)

INTRODUCTION

mobile phase midere compoted of Acetonitrila: ammmanium . _
with 1.1 ml/min as flow rate and the sluonts were monitored at 247 nm. The retention times

for Ataorvastatin, Ezetimibe were 3.3, 4.5 min respectively, the linearity for both analyles was
found to that r* = 0.991 and 0.386 for Atorvastatin and Ezetimibe respectively. The method was
validated for its system suitability, accuracy, precision ard stability. The proposed method was

successfully employed for the simultancous quantificatian of Atarvastatin and Ezetimibe in their

pharmaceutical formulation:

Keywords :ﬂ-;; ’
Atorvastatin and Ezstimibe EE“
(S R EE ] D‘-.'P\a_m “_FT'-E-IW_HF‘-:E‘

ot
- cinal GUT 2 ical S
praduction to some exlent wﬁfﬂ} mmﬂfﬁj_i“_ 5oB 213

Atorvastatin [ATR] is a synthetic lipid-lowenng agent
is chemically [R-{R*, R*]J}-2-(4-flurophenyl) b-
dihydroxy-5-1-methyl ethylp-3-phenyl-a-
[{phenylaminajcarbonyl]- LH-pyriole-1-heplanaic

acid. It lowers the cholesteral level by inhibiting the
ﬂ-hyd:nxy’a}me:hvl-glut':rrlrl reductase  [HMG-Cob
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  liver. Inhibition  of
chalesterol synthesis i the liver leads 1o an increase
in LDL catabalism. This alse reduces the LDL-

um:hugs.-rg;jgi_n[grm.’zt TRflobs 202010,

inhibition of hepatic synthegieoE Ve .{igm,ﬂﬂﬁ'f.
lipoprotein, the precursor S S cholesterol.
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-fluroaphanyl) -3 (R)
[3- (A-flurophenyl}- 3 (5} - hydrosypropyl]-4(S)
{ahydronyphenyl)-2-azetidione] |5 alse a  fipid
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 preseni work describes o simple. ropid and r':pﬁHiIJC_Ih|E reverse ph
chromatography ( RP-HPLC) method for the simultaeous estimatle
{lwemsil-Extend T, {250 = 4.6 mm. pucked with 5 pm) amd | mo
mixtures was used for the separation and quantification, The flow
detected by UV detector at 250 non. The retention tines were Tound to
developed method was validated according to ICH guidelines Q2 (R1) pnd foun :
10-100 ggimL for bath drags, The developed method was applicd successfully for assay o
Atorvastatin in their combined in-house developed dosage forms ard in vitra dissolution sladies.

KEYWORDS: Telmisuran, i vitro, Atorsasttin, liqud ehromatography {RP-HPLC).

as¢ high performance liquid
o of Telmisartan and Atords gatin. €18 column
bile phase comaining Ruffer: ACH, 4060 vy
cate was0.8 midmin and (he elu.c_ru'; wWore
be 2,766 amd 5.383 mins, respectively. The
d to be lineas within the range af
f Telmisartan and

1. INTRODUCTION

Talmigartan blocks 112 wanconstrictor and aldesterong-
secreting effects of angiotensin 1 by selectively Blocking
the hinding of angiotensin [T ta the AT, reccepton 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 can-.-erling_iihill_}ﬂ-:r.&. Lo
mevalonate in the cholesterol biosynthesis pativeay, Ll
sesult in & subsequent decrease in hepatic ;h-:rl;:st:rcﬂ
levels, Decreased hepatic cholesterol lewels 35I||]‘.M|H£5 up
regulation of hepatic LDL-C recepiors which incresses
hepatic uptake of LDL-C and reduces serum LDL-C
concentralions.

1. EXPERIMENTAL DESIGN

11, Chemicals ard Rengenss: Telmisartan (94.43%) und
Atorastatin caleium {94.64%) wers obtained [rom the
Dr. Reddys laboratories, Hyderabad, Indse, and Biocon
limited, Bangalore, India respectively as gift samples.
Water HPLC Grade, acctonitrile HPLC Grude, Orho
phosphoric acid (AR grade) and other mm_.gunllﬁluf! [P
orade were procured from Merck, Tahlels '[_1':![i:'il-i.l|'.I|.IJE
40 were purchased from Indian market containing 4{mg
Telmiizartan and | Omg atorvastatin calcium per tablet,

13 HPLC  Iwstrumcmiation  and  Coiditions;
Quentitative HPLC was performed on an Younglin
Acme 9000 High pressure liquid chromatographic
instrument for the andlysis, The instrument is provided
with selvent delnery wnodule with UV-detector and
Irertsil cxtended, ODS Rewerse phase column (250mm
¥ dfmm and 3p particle size). Manual injector and

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

2.2.1, Selection of mohile phase:

Pure drug of Telmisartan and Alorvaztatic caleium of
mixed stundard stock solufion (40pg'ml of telmisartan
andd- 10’ ol sforvastatin caleium) were taken snd
20l somple was injected in to RP - HPLC system and
vum in difTerent solvont systems. Different mobile phases
systems like Acetoniteile: Water, Methanol: water,
Acetonitrile; Phosphate buffer were tricd in order to
determine the best conditions for the effective separation
of telmisartan ond atorvastatin calcium. The mobile
phose  consisting of acctonitrile and  potassium
dihydregen Phosphite 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 atorvisstatin calcivm with
minimal tailing,

MU
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Method Development and Validation Tor Simultancous Fstimation of telithro mycinand
Ketoprafen by RP-HPLC
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Department of Pharmaceutical analysis, Sana College of Pharmacy, Kodad-308206,
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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 simuliancous estimation of telithromycin

{(TLM) and ketoprofen (KP). C18 celumn {chromosil ODS, 4 um, a0 4.0mm) and a motale

griormance

phase containing phosphate buffer (0.05 M) along with |-octane sulphonic acid sodium sall

monohydrate (0.005 M) adjusted 1o pH 3.2: acetonitrile (43 : 33 vIv) mixiure was used for the

separation and quantification. The flow rate wash.§ mLimin and the eluents were detected by

UV detector at 225 nm. The rctention times were found to be 348 and 542 mins,

respectively. The developed method was validated according to ICH guidelines Q2 (R1) and

found to be linear within the range of 75-175 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 virro dissolution studies.

Keywords: Telithromycin, Ketoprefen, Chromaosil
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DEVELOPMENT AND VALIDATION OF RP
QUANTITATIVE ESTIMATION OF ARMODA FINIL IN B
AND ITS PHARMACEUTICAL DOSAGE FORM

3
Rameakrishng Reddy Voggn®', Ravi Teja, Tu mlrn’ and M. Kishare

CDepartment of Chemistry, Clevelaml State University, Cleveland, O 44115, USA.
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Aricke Rewerved on ABSTRACT

03 Apri 120 The ohjective of the present study was 1o develop and validate a novel

1:—.-::;:: T:T,":];f:f:l RP-MPLC method (or delermination of armodalinil in 1?1\~"-fm“':““ti“1

TR a0 a0, | 61T dosage  form. Chromatographic scparation WS conducted  on
Shimadau-2010 with the quaternary pump, symmetry-Cy column (4.6
wam 1°d. X 150 mm. 5 pm particle sizcs) and with photodiode array

*Corresponding Author
detector. Mobile phase consisted of Buffer and Methanol were mixed

Hamabrishng Reddy

Vossy in the ratio of 40:60 viv, was uscd at a How rate of 1.0 ml/min and
Department of Chemistry, detection wavelength was set al 225 nm. The rciention time for

Cieveland Sue Liniversily,

Cleveland, OH 24115, LSA

Armodafinil was found to be 3.20 min. The calibration was linear

g
=0.998) in the concentration range of 25 1 iai
sy Phiwesacy Coleg. { J gt 0 o 150 pe'ml. The limit of

Kodad, Telangana detection and the limit of quantitation were found 1o 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 1o

he feasible for the estimation of Armodafinil in bulk as well us o pharmaccutical dosage form,

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

INTRODUCTION o P
1 ' . rrincipal Gum Director
Armodafinil is 8 wakefulness-promoting ager for oral ndministraljgp. Armpacdifinamisosd |_5.;2|$g.;ﬁ
il which is a mi R igadam, Suryapel - 58 213.
enantiomer of wiodalinil which isa nixture of the R and 5- SREnlonoR O ﬂfﬂitam, ?L -
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Method development and validation of paracetamol in bulk and tablet formulation by

UV-Visible spectroscopy
M. Kishote , U. Divya Vani, V. Mamatha, K. Mounika, N, Sowmyd, G. Swathi
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ABSTRACT

A rtapid. simple, selective and precise UV- Visible Spectrophotometric method has been
developed for the determination of Paracetamal in bulk Forms and solid dosage
formulations. The spectrophotometric delection was carried oul at an absorption maximum of
200 nm using methanol as solvent. The method was validated for specificity, linearity, accuracy,
precision, and robustness. The detecior risponse for the Paracetamol was hingar Over the
selected concentration range 1 to 7 pglml 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) & 0.5 % (Interday). The LOD and LOQ are 0480
and 1457 ug/ml, respectively. The recovery of Paracelamol 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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DESIGN AND EVALUATION OF COMPRESSION COATING PULSATILE

RUG DELIVERY SYSTEM WITH NATURAL AND SYNTHETIC POLYMERS

D18 @3 & Bownloar

WORLD JOURNAL OF PHARMAC

Volume 7, Issue 6, 576-594. E_'E'ﬂl'h

DESIGN AND EVALUATION OF COMPRESS
PULSATILE DRUG DELIVERY SYSTEM WI'TE
i SYNTHETIC POLYMERS
M. Swetha®', B, Mohan', Dr. J.N. Suresh Ku mar , Dr. B
Dr. B. Rama® and GENatesh™
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ABSTRACT
Article Received on . 1 | |
21 Jan. 2018, Aim of the present work is to formulate
Revised on 11 Feb. 2018, controlled pulsatile drug delivery system
Accepted on 04 March 2018, |
_ o chronotherapeutic approach for the treatme
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Larvicidal and histopathological efficacy of
cinnamic acid analogues: a novel strategy to reduce
the dengue vector competence

P, Maresh, 7 R, Rajesh Kumar,” H, N, Vishwas,™ Gopalan Rajagopol.® T, Prabha®
and 5. Juble 50

Backgrecmnd, A novel strategy SUch a5 conjugation o aming. Schiff’s bases, and thiadiszole maieties 14 the
cinnamic acid nuclews Fas hoen adopted in this stucky 1o discover s molecules that Laged the dengus
enyelope protein (DEMVEL Afm: Ampng the diffdrent doeniing of diergue weus crvelaps praten [POE %]
LOKEL, we have salected 3 ligand- bining Domain o1 Gur structure-based diug design, The designad
tompoungds have also-baen docked agansl DENVE protein Metnodeiagy: Based an the i clica results
and synthatic feasibilty, thiee difersnt sehemas were User to symihesze twenty-thees novel cinnarmic
acid cerivativas: Sci-Nndar ascarmined ther novelty. The synihesized dedvatives ware canssient it
thest adtigred “spectra The compounps were Turther evduated for ther fmrvickial actiniy and
histopdihalogeal anahysls. Mullsls Tnoar regression analysis was pesformed 1o derive e CatAR madal,
wehith wan TLirthat evatiuatéd innemmally and externally for Lhe predicrion of activity, Reswlls and discus EIN
Four compounds nai'r'-e{:,' CA T Ca B4, ACA A, and CATH 2. efferiively showed laricidal activity after 24,
48. and Y2 b ﬁpf:m.rre_ particutany, compound CAZ shined potenl larvicidal activity with LCsp of 82,15
pg M~k 6534 pg mu”!, and 38,63 g miTh retpectvely. wheteas FRECMITENT stages. Causes ol abicesy
in the gut, and siphan regions were ohiereed through Ristopatnotogical swaes. Conciusmor. S dudy
ideniified some novel chemical scaffolds as effective DENVE hibitors with effcacious anticipated

B EC-athances

1. Introduction

The ‘primary carrier of vimses thit eause dengue fever, Aedes
aegypti, is Tound in vast arcas of the rropics and subtropics.
There are currently mo known therapies for dengue fezveT.
However, standard fever meatment is available [nursing care,
fuid balanes, electrolytes, and blood clotting pAramELers). As
a result, the only way to reduce the prevalence of this disease i5
by mosquitd management, which invelves inferrupting the
disease propagation cyele by attacking masguite lanae ol
breeding sites, Besides vector control, a recently authorized

dengut waceing immunizes against all four serofypes. Deng=

vaxin is Sanofi Pasteur’s (Paris, France] chimers: vullow fever

spepartemeiit o Mrsarensl Chemintry, /55 Colteee af Prarmecy, )55 Acadeny of
Hiphar Fifucation avd pesearch (o, Tewilnady, frdis fanar Jubisgy s, p,
(4 Weh- Aerpsoievar frumdedi inf

“Dperiniral ff Mhrnnpestical e ckitHagR, J5F Colleye of My, 88 doadrmy
af Higks Eabeaifon gad Retsarch, (o, Tmmilnadi, iz

+Deparsmeat of Pharmory Praciice, J85 Collee f Pliarmany, 55 Arodeusy o Higher
Eduratins cad Resparth, Cocy, Tammiliadn, It

4 prggraduis i Fesearphl Depertnsent of Zoalogy, Apd Wiyl Jneki Asiingl
oflEre, Sivabrsl ramilsadi Inifia .
'I'-:"-'Pﬂ"irl’l'mf “jmmnﬁ.'”n-l:&ll mfﬂ‘lﬁﬂr_ﬁ s Eﬂllllifl' ll_-i".P.'Mrrnn-_r, wﬂld‘ ra
e Tamimaty uv MG Medice Uiversidp-Choanai, Saode, Fanlaody, imaia

& 2% T ey Publishad by the Rowel Sockty o iy

pharmagckinelic prohles, which can be modifies furkher,

denguedetrmalent dengue vaccine (CYD-TOV), the first and
D“'}' of [ts iype, and has been rv:gi.:ﬁerer] for use in 10 countries
but is only svailable in 18,2 of them. in addition, several phase
1l and phase 11 trinls have resulted in :pzl.'liﬂl‘: wacging restric-
riong, such 48 CYD TDV being delivered exclusively to those wha
fave previously been infocted wish dengue and bive in endamic
regiong," "™

Presently around the world, dengue s endemic in 112
eountries. Mostly in tropical and subtropical aneas, cach year,
30-100 milhion individuals are infected with DENY, resuiting In
nearly 500 (W) severe life-threatening illnesses and 25 00U
deaths,™ One attracthve 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 % a dignificant component of the virion
gurfnoy, plays an rupential rale in hll‘ld'il:"l.E tnn the hose receptor,
pad assises vines fusion,” Among the three domaing presenc in
the E protein, the hings region movement of domaing Tand- N
facilitates the Tusion process.” Upon lowering the pH, the
protein undergees sigmificant conformational changes In the
hinge region, springing upwards to bring the fusion peptide
closer 1o ihe host membrane for fusion to occor. Small

S0 A, 077 12 9vER-oRut L OTFaR
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Simultancous Determination of Dolutcgravir and Lamivudine in Human Plasma
by LC-MS/MS

“Banothu Bhadey® , ¥, Venlata Rao® snd Suryadevara Yidyadhara®

“Resean Schalar A Magormes Uiy, o, Avgtveprodd, i
"Depovnest af Frormaossros! enalyst, Chisfrode Hassmiaioh featiinc of Fliomeonsiod Sdecen,
Chondrrmmuiunm. Chosdderan, Cusne. dndbgnmdeh, infia-5 12007

Abstract: A rapld, simple, sersitie and seloctive LC-MSIMS method has boen developed snd validated for quantf cation ol the Dalutegrasiv
and Lamivudine in phsma samples. The aralydcal progodire mwokes o bouid-liauid exraction methad using Emtriciabine as = miermal
sandard (I5). The precision and sceuracy dats have to fullil she requirements for quanbficadon of the anlrtes in biclegieal marrices ta
generate datz for bicequivalenss snd bicwailabilic (mestgatons. The chramategraphic separation was achioved on s Hypusrity Adwance [45,
£ mem, Bp) eslumn uking & mobile phaso consisting of 9. 1% lermic acid buffer—acatssirde (QOE0, %uivl ot {ow rate af 0.8 milfmin. The AF-
4000 LE-MEIMS wis dpersted in the muliple-reacton monitaring mode wwng Shecrospeay ionizatisa, The totl run tme af analysis was 3 min
and elutian of Dolutsgravir, Lamivudine ind Emtricitabine (15] orcurrsd ar 106, 164 and 093 min, respuctively. A decied validation of the
methad was perfarmed as per the US Foed and Drue Admentsiraton guidelines, The methad was walideied in terms of Enzariy, accuracy,
Brecition, specficicy, limit of Getection and limic of quandiaton The sandard curves Tound t be linsar in the range of 0.10-30.0 ngiml lee
Dioluregravi- and 20.2-6026 ngfml far Lamivuding, with a coeffdent of carralitien of =059 far Bazk the compaundd. Deloepravir and
Lsmisudng were fousd oo he ttable in 3 plagm stabibe soudies, vie, bench-top, autesampler, re-npction, wes-extract and repeated fraase—
thaw gyeles, The coefficient of varation was =1 5% for intra- and inter-batch assays: The assey i suitabie for pharmacokinedc study samples as

demensirated by Its specdicity, precision, agcuracy, recovery, and stability characteristics.

Keywords: Dolutsgravir and Lamwuding: Emtncicabimne; plsma; Mediod validapior: LE-MSMS; Pharmacokinetice
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Simultaneous Determination of Dolutegravir and Lamivudine in Human Plasma

by LC-MS/MS

‘Banothy Bhadry® , ¥ ¥einkara Bag® and Suryadeyara Vidyadhara®

& st Schiator, Advorm Magoums Uwermy, Samius Arcdhiopends=th, L2l
EDipartmend of Plisnmgosatonl oo, Dby Homum ek et of Mharrocrutical SEERIET,
Ehondramabiasem, Chowilaniem, Guniar, ndbragradesh, fade S12015.

Abstracts A rapi, simole, sensitve and sclecsive LC-MS/MS mochad has boon develaped and alidated for quanti? cation of the Dalaregravir

and Lamvuding in plasma sampoles, The analytical procedure invalves a Bould-ligusd extraction miethed using Emerickabine a3 an iierma

standard (150, The precision and accuracy data hawe to fulfill the requirements for quantiication of the analytes in bickegical macrices o
generate data for bioequralence and bioasailabding rvestigations, The chromnisgraphic gaparatien was schiovid on 3 Hypurity Advance (4 b,
50 i, Sp) column using a mobile phase conststing of 9.1% formic asid buboroaratenttrle (ZEB0L Reiv) 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 cution of Dalutsgravie, Lamivudne and Emerickabie (15 occurred oo 1.06, | 84 2ad 0,91 min, resoecively. A decailed validatian of the
methad wiz performed as per the US Food and Drug Administration guidelines. The methed was vabdated in terma of linearit, accsracy,
areckion, specificicy, limiz of detection and fimit of quancization. The ctandyrd curves found to be hineas In the range of 0.10-30.0 ng/mL for
E'-Dlll.t,!-"]'ll'lr and H0E-E0TE na.l'ml_ e Lamivoding, .;.1|:|-| 3 peplf cenc of correlasan af =092 for seth tha :nmp-a-ui'-d:. Duh.l[%ﬂ'l'l‘il" wnd
Lamivudine were found to be stzbie in g plasma stalaey soudies, wie, Lenth-top, sutasampinr, Fesnjectinn, wWel-ExIract arvl repeited freste—
thaw cycles. Tha coeflicient of vartation wa =15% for intra- and irvtnr-banch assaps. Thie assay 4 suitsbhe far pharmacokinetic spuedy samples as
demonstrated by its specilicicy, precisan, accumsy, reeakery. and seadilisy eharacreristicd

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

Banothu Bhadru'", V.¥enkata Rac' and Suryadovara Vidyadhara’
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Ahstract Daravirine is 3 nons-nucleaside reverss rranscriptase inhibitor for use in the treatment of HIVIAIDS. A simple, rapid
and censipve liouid chromatography with tindem mass speciremelry {LC-MSIMS) assay mathod has been propesed for the
determination of Doraviring in human plasma samples using Diglavirding 2z incernal standard (1%). Analyte and tha. 15 were
sxrracted from the 100 pL of K2 EDTA human plasms by Selid Phase pxrraction (SPE). The chramatographic separaton was
achieved an 3 Zodiac C|8 column by using a mbxture of Mathanol and 0.1% farmic acid buffer (B5:15, wiv) as the maobile phase
at a flow rate of 1,0 mU'min. The calibration curve obtained was finear (F-0.9%9) ever the concenralion range of 0.15 = 404
ng'ml. The Mass detection of Doravirine involves miz-426.5 (parent) and 1123 {product) and Delnvirdine irvolved miz = 45732
{parent) and 362.1 {product) as internal standard in Positive fon mode Method validation was performed as per FLA guidelines
-nd the resuls met the acgepeance criteria. The incra=day and inter-day precision [REV) and aceuracy results in three walidation
batchis across six concentraton levals were well wizhin the accepiance limics: A Fun time ef 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 reproducible.

Keywords: Doravirine. Sofid-Phase extraction, human plasma, Yalidation LC-HMEME.
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Development And Validation Of Sensitive LC-MS/MS Method For
Determination Of Doravirine In Human Plasma Samples

Banothu Bliadru”, V.Vankata Rac® and Suryadevara Yidyadhara®
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Abstract: Domvirine it 3 non-nuelacsids raverse ranscriptasé inhibitor for use in the reaument of HIVIAIDS. A simple, rapid

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

determisiation of Doravirine in human plasma samples using Delavirdine as internal seandard [(I15). Analyte and the 15 were

extracted from the 100 pl of K2 EDTA human plasma by Solid Phase wxrraction [SPE), The chramatsgraphic ACPArRLESN Wit

achisved on 3 Todiae C18 column by using 3 mixture of Methanol and 0.1% farmic scid buffer (85:15, w) as the mabile pleage

ac 2 flaw rate of .0 mbL/min. The calbration corve obaingd was bnear {¢'-0.5%) gwer the cancentration range of 0.15 - 404
nafml The Mass detecdon of Doravirine involvas miz-§26.5 (parent) and | 125 [product) and Delavirding invalves miz - 4572
{parent) and 362.| (product) as internal standard in Po@tive on mode. Methad vaRdatan wis peelarmad as por FDA gubdelines
and the results mer the acceptance criteria, The nor-day and mter day pracigien (LCV) and accuracy resules in three validation
harches acreas s concentration levels were well wichin the acceptance limits. A run time af 2.00 min for 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: Dorsvirine, 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
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ABSTRACT: The validated protein precipitation method was applizd
for the estimation of Beloxavir marboxil in human plasma with
Oseltamivic s an intemal standard (ISTD) by using HPLC-ESI-
MS/MS, The chromatographic separation wag achieved with 0.1%
formic acid in combination with methanol (25:75 v/v) using the Cy
column Ascenfis Express (50 mmy = 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 abizined were
iz 572 6-—+250.3 and 31322681, The grandard curve shows a

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

E-mall: bonthuphdbsdrsigmail.com

INTRODUCTION: Influcnza virus can rapidly
spread in populations and are responsible  for
ceasonal influenza epidemics around the world
every vear ' Influenza virus infection can lead to
serious and fatal outcomes, especially m glderly or
immunocompromised  patients Although,
influenza vaccination represents the key option for
preventing  influenza virus infection and some
strategies have been investigated 1o pptimize
immunogenicity by exploning new VACCINES,
vaccination doses, hming or adjuvants, its benefit
in immunocompromiscd individuals is somewhal
cantroversial . Additionally, vaccinc mismatch
has frequently eccurred hetween the vaccine strain

and the circulating strain "
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L0000,00 pg/m] using the linear regression model.

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

Currently, neuraminidase (NA) inhibitors are the
most widely used class of anti-influenza drugs °.
However. the emergence of influgnza viruses
resistant to NA inhibitors i an issue of concern .
in addition, previous clinical studies have indicated
that MA inhibitors must be administered within 48
hours of the onset of symptams . This is difficult
to do because diagnosis is often delayed " Thus,
novel therapeuties 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 recent availability of high-quality
ctructural information of the influenza virus RNA
polymerase complex " hag led to the development
of antiviral drugs that target the eritical roles of the

proteins imvolved in virs replication i
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Ahstract

The wabibaiad Teprndbiguis) e siracimos mslod wis 2
as gk eniewinal stdmbaind (BRETY) D i 1.C-AGS

-«:-uth u!nil resaliatin, Quantificatbon was by MREA, who
Slesipap-ide was 30370 -» 344,30 mir The standand

el Tor pettimption of Sekx
A%, The chronustagraphic S
Tl dd S Fannate gpdE-4 8hy cR0: Bk vy sisknp the
amalysis vinse wos 10 man and Mow i wis sel o 05 sl

—

ipage i Diniiin plicma wilh Sclexipug-[6
iratian wiis achiveed wilh Aceianitrile;
ORTECSC (O LLUMM [T X A mm, 20 E _"I"!lu' tatal
Deloetion wm done by Larboiuaspry { APl pasiive mole

redd mnsses for Belesiag werE 40820 —» 14420 miz and

ihe avgmi .
pupve shows coenclation cueffient () grealer than 0,999 wilh 2

range al L0 2560000 ppiml using, the lnear negnesdion munlel
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INTRODUCTION
Pulmanary arterisl hyperension (FAM) ks lemodynunis
and pathophysiniogical condition affecting the pulmonary
arierioles and eharacierized by pmarr.n.'wr: increnses in
pulmonary voscular resistancs and  pulmonary arlery
pECERUTE, u|11'mu|.-|:|:'r'.- lepding e righd hoart failure ool
premature death U pecomi thevapewtic opliors hiave
significantly improved the lang-term outcame of paticnis
with PAH, bt PAH remains o disesse with o poor
F‘mb"l'f'-"ﬁiﬁ [2=199
Reduced expression of prostacyelin synthases in ihe lung
and reduced levels of prosweyelin are key [eatures il
PAH. Prosiacyclin is produced by endothelial cells fram
prostaglandin H2 (PGHZ2) by the enkyme prostasyclin
synthase. Prosiscyelin is o polenl wasodilatar amd alsa has
angi-proliferative,  antithrombatic, anid anti-inammatecy
effccts. As PAH i associaled willy vasoeonsiriciica,
praliferation, and thrombasis, There is & srong mationale
for using prostacychin freaimenl. Restoration of 1P receplar
sipnaling using prostacyelin Feceplar {IP receplor) agonists
is an clfective stratcgy in the iseument of the disease
i4;
|, worally available, long seling {half=life
tive 1P receptor aganist thal
palhway Selexipag 15 B
ne derivative with o chemical struclare
d to prastacyclin and its arsalogues (c.f
1 cyclopemanc ring of prostacyclin

Selexipig is @ nove
of 6.2=13.5 h), highly selec
targets  the prostacyclin

diphenylpyrizi
{Figure 1) unsciate
it lacks the ‘Ff’j“
analopuesy' ", .
Selexipag [Fig:l) 18 3 selective nun-,!-msuum.d 18
prostacychin reeeplor agonist, The uh:.:mn.-ni rame ol
selexipag it 2| d=| (5,0 ;ddql;ulayll}:yfazm-lr

IMi ljamine jhutoxy | -A-{metiaylsuliony
:Ez:fnﬁﬁljhas 5 nolecular Termula of Ca I_I3‘1H4[]-15:
af 406,62, Selexipuy g a male yellow crystulling _pnu.-.jnr
hat ie practically insaluble in watcr, i the iivlﬂll.‘l st
selexipag if -;l:ry siahie, is not hygrascapr, apd is nat 1ight
iT=k

SEnEIIi'.n.' '

UV-VIS spectroscopy’ -
d Tor detezmination of

Literatire rewicw shows that
PPLC™ methods were Fepone
selexipan in phasmucetlical formulations and AonAe of the
methods were reperted for detcrmination of selexipag in
biolopical samples by LO-MS/MS using deuterated
imtermml standard,

The present investigatien repot
sensitive, precise LO-MSMS me
Selexipag in plasmi based on e 1
The «eveloped method was  vo
puidelines ™7,

ik @ simple & simple.
hod for the annlysis of
LE with ethy] acetase
lidated 0z per FDA

MATERIALS aMD METHODS
Materials:
Chemical Hesonrces
Selexipag (5P) and Selexipag-DH (SPIS) (Fig:1.0) were
procured from Helero Prarmaccuticily, Hyderabad, India.
Water (HPLC Grade), Amimonium acetate, (analytical
grade] were purchased from Merck, Mumbai. Tndin.
Acetanitiile (HPLC Grade), Methanol [HPLC prade).
Fibwl ncetate (HPLE grade) wer oblitned  From LT
Ruker. USA. Human plasig was progured from Clinim
Blood Btank, Hyderabad, Milli © water was saken from
thye in-house Milli-C) system,
Instrument Resources
An APl 4000 HPLC-ESI-MSMS  system {Applicd
Bipgystems), 1200 Senes HPLC  system  {Agtient
Technolozies, Waldbronn, Germany], data popquisition and
pracessing were acconiplished using Aralystd - Sollware
I.4.1
Mlethnds:
Chramategraphic conditions
The chromntographic separtion wis achicved with 0.1%
fapmic oeid in combintion with aceiontrite [30:50 v,
gave the best penk shape amd low baschne noise was
ohservil using the CORTECS C1H COLUMN (108 4.6
man, 17 ol The totl amlysis e was 10 mn anid Mo
gale wins &2t 5 mlfmin, The temperatare was el 1@
AIFC for e columy oven, The sumple volume [or the
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Development and Validation of Bioanalytical I‘n:'[Elhu_d for
the Quantitative Estimation of Sclexipag In Biological
Matrices using LC-MS/ M3
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The validaed Dguid-liguid extrciion metbed was spplied for estimption of Seluxpay o huiman
ax an intensal stanslard (18TTY by wsing LC-MSME. The chromasngpephic separalon was i
Fbmd Anewoanivin Farmate fp 0 80: T, s ssing the CORTECS C & COLUR™N
amilysis time was 10 min and Maw rate was sei ta 0.5 mlimin, Devection wis done L
with bnig pesefution. CGuantitication was by MRM, whene the aoquined masss fr Selexipig wors
Sedoxipag-Df was 500,70 = 34430 miz. The sisadad curve shows cterelatian coeliclent (r

plasime with Selenipag- D
hieved with Accianildle
R R 2.7 b The s
boicsapeiy | AP posilive e
A9R.20 —» 14420 miz and
%y graater than 0859 with 2

range of 10.00-25600.00 pg'ml usmg e Hisear regression mode!

Keywerds: Selexipag: Human plagma; LC-MSMS, Baoanalyses
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Pulnmnery arterial hyperdcozion (PAHY 5 o henuodynumic
and pathophy=iakogical comlition alfecting the pulmonaey
arterioles and charactenized by progressive imcreases in
pu|n:r|l|||:|'}' vastitr residance and |11.||1r|ur=r_'r HIery
[ressire, ullimu-li,' leading to right hear failure and
premuanare death 'Y Recent theeapewtic options have
spnificantly improved the long-erm oetcome of patients
with PAH, but PAH remains a disease with 8 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 cndotkelial cells fom
prosiaglandin H2Z {PGHZ) by the enzyme prostacyclin
synihase. Prostacyelin is a posent visodifator and nisa hus
anti-preliferazive. aniillwrombotic, and and anfammacory
effects, As PAH Is pssociated with vasocpnsiriolon,
proliferation, aed thrembesis, there 5 @ strang raticutile
for using prostacyclin treatment. Restoration of IP recepior
sigraliag using prostacyclin receptor (1P receplor} AEONISIS
it a0 effective sirategy in he treptment of the disense

141

Selexipag is a navel, orally availsble, burtig acting |"h_u|f-i|lr
af 6.2-13.5 h), highly gelective TP receplor agonist tha
terpets  the prosagyclin pallmay. Selexipag 15 @
diphenylpyrazine derivalive with a I.:':'II:.mill.ZiJJ Siriciure
{Figure 1) unrelated to prostacyelin and its analogues 2.8,
i1 lacks the typical cyclopemtane ring of prostacyclin
armlnguﬂ]""' i _ ;
Selexipag (Figl) & & seleclive nnn-gmmﬂmd P
prosteeyclin receptor agonisl, The n.-h_n:mwul name gnf
selexipag i 2-[4-[( 5.6-dipheny|pyraen-2-
yl]ti:-.:uprop}d]:amimil:mlm:s.-ﬁ-N—dmcmyl:-aull'uuylj .
scetaride, [t has a molecular foemuba oF Cay i_i]-!mmﬁ
of 49662, Selexipag is 2 pale yellaw crystallise powder
that is practically insoluble in watcr. fn the solil staic
selexipag is very «table, is not hygroscapic, and 15 ligh

P-I%

o -
sensitive .

Litcruture revigw ghows that [WRTEL T b iq:-:-:l.r!:&u.}m""".
TPLE™ methads were reported for delermination of
sclexipag n pharmacensical farmilations and none af ihe
methods were reported for determinabion ::rt’ selexipag in
hialogical samples by LC-MSMS using dizuteratad
inermal sandard, _ _

The present investigation reporis 8 simple @ Elr'-_TPlL
sensitive, precise LC-MS/MS methacd for the analysis of
Selexipag in plnsma based on the LLE with iyl asclate,
The develpped method wos  validsed as per LA
guidelimes 'L

MATERIALS AND METHODS

Mlaterials:
Chembenl Resourees
Selexipap (81 and Selexipag-D6 (SPL5) (Fig:1.00 were
procared {rom Hetere Phurmaceuticals, Hyderabad, ledia.
Water (HPLC Gradel, Amenonium acetate, (analbytical
grade) were purchased from  Merck, Munhai,  India.
Aceronizrile (HPLC  Grade), Methanol (HFLC gradel
Eihyl acetstie (HPLC prade) were obtwined from 1T.
Baker, USA. Humen plasms was procured from Clinim
Biood Blank. Hyderabad, Milli Q water was 1aken from
il in-hovse Wi-0) sysiem.
Imstrument Hesmerees
An APL A0 HPLC-ESI-MSMS  sysiem  (Appiicd
Biosystems), 1200 Series HPLC system  {Agilent
Technotogics, Waldbronn, Germany), data scquisition ant
processing were sccomplished using Analysil Software
| 4. 1.
fdetlods:
Chromafographic conditivns
The ehromatigraphic separation was achieved with 0%
jarmic ack! in combination with ocetontrile (3050 vy,
gave lhe best peak shape and low baseline poise was
gbserved using the CORTECS CI3 COLLIMMN (100 x 4.1
mr, 2.7 p). The total analysis time wis 10 min and flow
robe. was gl o 0.5 medfmine The emperaiure was 3¢ 10

“C for the colu NEM, - Jor the
40°C for the eﬁﬂ”’; n. The sample volume
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Reliable Mass 5pecl:rumetr~y Based Method For Quantitative
' Analysis Of Tecovirimat

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

Mesparch Schalor, Achanwe Mopaneng bneriey, Goiur, Anatvaneadach, fndua
‘Depatment of Pharenoc pugicot anolyss, Chebvely Hoswnoiah bstitute of Phammaceusioal Soences, Chondremoulpwan, Chowdoraes, Suntur,
Andhrapraceth, ineka 522019

Abstract; Tecavirimat prevents viral egresshon from the cell by inhibiting protein P37 or its ortholog in arthopox viruses, This
results in blocking viral dissemination in hoste A simple, specific. sensitive LCIMYMS methad for the quantization of Tecovirimar
in fPﬂ"-Ed plasma with Penciclavir as an mternal standird by wing UPLC-ESE-MS/MS. The chromatographic separation was
achieved with 10 mM Ammenium acetate buffer (pH 4.0): Methanol: Acetanitrile (20:40-40% viviy) using the CORTECS CIB, %0
A L7 pm. 4.6 mm ¥ 150 mm aralytical column, The total analysis time was 4.0 min and flow race was sec 1o 0.5 mlfmin. The
mass transitions of Tecosirimat and Penciclovir obiained were miz 377.17188.1 and 254,1/1532.1, The method was fully validaged
for it sensitivity, - selectivity, accuracy and precision, maoiog effses, recevery, and stabiliy. The curve indicates correlation
coefficient (P} was superiar than 0998 with linear range of 0.03-48.0 ng'mL. The intr- and inter-day precesion and reltive
error were all wichin 10 %, Deaspice achieving high mean recovery {80 %), no interfererce peaks or matrx effects werg
observed. An aceurate and repraducible novel bio-analytical method was fabricated for estimation of Teceveimat in plasma
samples by UPLC-ESI-MS/MS will be used for resular analysis and spproprivie for therpeutie drug monitaring. The method
permits laboratery scientists with sccess to the ARpTOpriate insrumaeniation w perform rapid Tecavirimat determinatsn,

Keywoards: Tecovirimat; Spilked human plasma; UPLC-ES-MS/ME: Bizanalysis.
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DEVELOPMENT AND VALIDATION FOR 11GH-PERFORMANCE MASS SPECTROMETRY

METHOD FOR DETERMINATION OF BALOXAVIR MARBOXIL IN BIOLOGICAL
MATRICES
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Revwards: ABSTRACT: The validated pn}tui]'l prﬂipilHH'ﬂn mnethod wis Eppﬁﬂd

for the estimation of Balexavir marboxil in human plasma x:r:th
Oscltamivir as an internal standard (ISTD) by using IIP_LC-hSl-
MS/MS. The chromatographic separation was achieved _wnh 0. 1%
formic acid in combination with methanol (25:73 viv) using the Ciy
colmmn Ascentis Express (50 mm x 4.6 mm, 1.7 um). The total
analysis time was 3 min and the flow rate was set 1o 0.6 mUmun. The
mass transitions of Daloxavir marboxil and Oseltamivir obtained were
miz $72.6-250.3 and 313.2-5269.1. The standard curve shows a
correlation coefficient (¢°) greater than 0.9983 with a range of 5.00-
LO000.00 pe/ml using the linear regression model.

Balosavir marboxil,
Human plasma, HPLC=E51-MS/M3,
Bisanalysis
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INTRODUCTION: Influenza virus can rapudly
spread in populations and are responsible for
seasonal influenza epidemics around the world
every year . Influenza virus infection can lesed 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 bencfit
in immunocompromised individuals is somewhal
controversial *%. Additionally, vaccine mismaich
has freguently occurred L:imween the vaccine strain
and the circulating strain °,
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Therefore, anti-influenza drugs play an imporant
role in e control of influenza virus infections

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

Currently, neusraminidase (MNA) inhibitors are the
most widely used class of anti-influenza drugs ”.
However, the cmergence of influenza vimstz_lx-i
resistant to MNA 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 diffieut
10 do because diagnosis is often delayed 9. Thus,
novel therapeutics that can extend the therapeutic
window 18 needed if treatment is started from more
than 48 h afler the onsct of symptoms. Toward this
aim. the rtecemt  availlability of high-quality
siructural information of the influenza virus RNA
polymerase complex ' has led to the devclopment
of antiviral drugs that target the eritical roles of the
proteins involved in virus replication '
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Abstract: Tecovirimat prevenis viral egression fram the cell by inhibiting protein P37 or its arthelog In orthopox viruses, This

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

in #'Ikﬂd prl.lll"l\l with Pml:d.‘_iﬂk"l as an internal standard b.r usin& UFLC-ES'-HSlIm The -:'.hr'n:lrrra'l.ﬂgﬂ'F‘h-": i""F"?“t'“‘“ WEE

achieved with 10 mM Ammanium acetare buffer (pH 4.0} Mathanal: Acetanitrile (20:40:40% wiwiv} using the CORTECS C18, 50

AL LT pm, 4.6 mm X 150 mm analytieal column. The toml anslysis tme was 4.0 min and flow rate was et o 0.5 mlfmin. 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 sensitivity, selectivity, accuracy and precision, matrix effect, recovery, and swbility. The curve indicates correlation
emefficient (1) was superior than 0.998 with linear range of 0.03-48.0 ngml The intra- and inter-day preciica and relative
errer were all wicthin |0 % Desplee achieving high mean recovery (=B0 %), no interlerence peales or matrix effects were
observad. Aa zccurste and reproducible novel big-analyrical method was fabricated for estmation of Tecovirimat in olasma
samples by UPLC-ESI-MS5/M5 will be used for regular analysis and appropriate for therapeutic drig monitannd. The methad
parmics laboratory scientists with accass 1o the approprize mstrunentation o perform rapid Tecavirimar determination.

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

Background: A sImpie, religble and economical method was used for the study of imatnib
mesylate. The optimized chromatagraphic conditions were determined by using a C1B intersil DS
(250 X 4.6 mm X sum) and a mobile phasa containing phosphate buffer (pH 3.0} Acetonitrie:
Methanol [40:30:30) viv was pumped st 1 miimin flow rate. The Injected sample volume ks 20 pL
. and the analyles were gluted at 254 nm,

' Results: The Retention time ol imatinib mesylate was 3503 minutes. The system suitability
percentage RSD of imatinib mesylate is 0.27. The Assay of imalinib mesylate Was found to ba
0g 37% The imatinib mesylate LOD, LOG values of were found to be 0,901 and 273ug/ml
Regression equation was found 1o be y= 96.59x + 10.75 form linearity calibration graph. Imatinio
mesylate was degraded in acid and peroxide stress conditions, and no degradation was oblained in
pase, photolytic and thermal conditions.

Conclusion: The relisble UPLC mathod validation data obsarved that which can be used for
analyzing foutine qualily control, The methad is economical due to the run time ie reduced, which

can ba used in reqular quality control tests in the industry.
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ABSTRACT:

This article reviews the various analytical methods reported so far in the lilerature for the determination of

stability and impurity profile the lenalidomide and palbosiclib antl cancer drugs in single or combination with

other drugs in bulk, pharmaceutics] dosage forms, biclogical fuids, stability indicating and impurity profiling

methods, The analytical methods used for the estimation of lenalidomide and palbociclib anticancer drugs

reviewed in this paper Includes ultraviolet spectrophotometry, high performance liquid chromatography (HPLC)

Jiltra performance liguid ehromatography (UPLC) Jliquid chromatography-mass spectrometry {LC-MS) and
electrophaoresis. This review focus on the effect of all chromatographic parameters so as to provide as fast,
reliable and cost effective methadology of testing. Method development is the process of proving that analyticsl
method is acceptable for use to measure the cencentration of active pharmaceutical ingredient in a specific
compound dosage form which must be validaied to provide reliable data for regulatory submissions. This
reviewed is mainly on analytical method development and validation, sability indicating methods, simultaneous
estimation methods and bicanalytical methods. The review covers the time period from 2007 to 2019 during
which analytical methods including all types of spectrophoiometric and chromatographic technigues were
reported, The Review covers lenalidomide and palbociclib AP and’ formiulation analytical and bicanalytical
methods. '

KEYWORDS: Lenalidomide, Palbociclib, High performance iquid chromatography, Liquid chromategraphy -

‘mass specirommetry, validation.

INTRODUCTION:

Cancer 15 defined as a ‘group of diseases characterized
by the uncontrolled growth and spread of abnormal
cells’ and is one the deadliest digcases 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,
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Albeit huge advaness are being made against malignant
growth, this infection stays a key gemeral wellbeing
concern and & 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 pout
malignant growth, In 2007, 1,688,780 new disease Cases
will rise and 600,920 malignant growth passings arc
anticipated o happen in United States’. As of late,
masculine advances have been made in the improvement
of surgerics, radiotherapy and chematherapeutic agents®
including the instance of joining chemotherapy and
agreement treatment with immunotherapy”.
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ABSTRACT
Background: A simple, economical, authentic, and faithfd mathod was used for tha study of palbociclb. The
Chrnmamgqphic analysis was performed by using a C18 intersil QDS (250 X 4.6 mm, Sum) and a mebile
phase containing 0.5M Ammonium acctate: Acetonitrile (10:60] wv was passed throughout the column
maintined at a temperature of 13 *C with a flow rate of | mifmin. Approximately, |0 pL of drug solution was
injected and the analytes were ehuted at 266 nm.
Results: The Retenton tme of palbociclib was 4813 minutes, The system sulmbiity percentage RSD of
palbocidib is 0.11%, The Assay of palbociclib was found ta be 98.85%, LOD, LOG values of palbocicliz

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

y= T106Bx + 33776, Palbociclb was found to be ger degraded in peroxide stress condithions, while ro
degradation was observed in acid, base, photolytic and thermal conditions. Al verdfication paramepers are
within the range according to the |CH puidelines, and the degradation products are also within the limi,
which shown that the method Is stable,

Conclusion: The HPLC method development and validation data shown that this is 2 reliable method

which can be used for analyzing regular quality control. The propased HPLC method was found to be
specificity, linearity, precision, intermediate precision, and accuracy. in the currentdy developed AP-HPLC
analytical method, the run tme is ceduced, which proves that the method |s economical and widely

acceptable. also simple and practical, which can be used in routine quality control tests in the industry.

Keyweords: Palbaciclib, Validation, Retention drme, Degradation studiss, % R3D

cancer, In addition to G1 cell cyce arrest,

|sacidib treatment results in cell senescence, a
phenotype that is not readily explained by
COK4/6 inhibition. In order to identify a
responsible

INTRODUCTION
Palbocicib is E-Ace:ﬁ-ﬁ-cﬁlapentylr5—n‘|EI'J'|}.rI-2~
{[5-{1-piperazin}'lj-.z-pyrid?n}rl] amino} pyride [2

3- d] pyrimidin-7(8H}-cne and  molecular

machanism far

structure shown in figurel. Palbociclib is a new
drug used for the trestment of breast cancer.US
Eaod and Drug Administration (FOA) has given
Palbociclib! Palbociclib is used in the

approval for
pausal women

firet-line treatment for postmeno
with metastatic breast cancer that is estrogen

receptor (ER} - positive and human epidermal
h factor receptor 2 (HER2) - negative %
palbociclib else acts as an inhibitor of cyclin-
dependent kinases 4 and 6, which are invcived in
promoting the growth of cancer cell 3

palbociclib is a8 CDK4/6 inhibitor approved for
metastatic  estrogen receptor-positive  breast

gmwt

§09] International

molecular
palbocidib-induced senescence, we parformed
thermal proteome profiling of MCF? breast
cancer cells. In addition to affecting known
CDK4/6 targets, palbaciclib induces a thermal
stabilization of the 205 proteasome, despite not
directly binding to it We further show that
palbocicib  treatment  increases proteasome
activity independently of the ubiquitin pathway.
This leads to cellular senescence, which can be
counteracted by  protzasome  inhibitors.

Palbociclib-induced proteasome  activation aﬁaa@u

senescence is mediated by redu-:e:l,ﬂp[ﬁ
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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) vy as mobile phase and the temperature wns maintained at 25 °C. The mobile phase
flow mte |lmlfmin was pumped apd sample woavelength waos datocted ot 242 nm by ulicaviobst ~wisthle
spectrophotameter. The retention time was found 2.5 min, The number of theoretical plates and railing factor for
lenalidomide was observed 16199817 (NLT 20000 and 1,128 (NMT 2). The method was validated for analytical
standards such as linearily, accuracy, precision, system suitability and robustness. LODN and LOQ values
ahtained from regression of lenalidomide 0.058 and 0.174 pg/ml The regression cquation of validated method
for lenalidomide is Y=3223x+183075.In wide range of 23 to 150 {(pe/ml) the Linsority was observed. The
mathod was validated and & recovery stacly indicates accuracy of this methed. The Retention time less compared
10 extablished methods The methad wes validated by determining its aceuracy, 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 for the routine determination of Lenalidemide in bulk dnyg and tn iis phannacentical dosage forms.

KEYWORDS: Lenalidomide, High performance liquid chromstography, Mobike phase, Validation,
Degradation. =

INTRODUCTION: The chermical formula s Cp3H13IN3I03 and molecular
I enalidomide is & derivative of thalidomide with betier 1_.:.'Eip,ht i5 259,261 gimol. I_eg;alidm_nidz {LND) iz en ur.gi
biclogical activity. Lenalidomide chemically it is 3-(4- 1mml.uw{nuduhuuryl drug with anti-angiogenic and aafi-
Amino-1. El--:l-ih:,.-ﬂru-I-um-IH-immdn]-E—}rJ}-E. G- necplastic properties. 1t ﬁ.lrfﬂnmemzl.'l.ly takes after
piperidinedione is represented in figure 1. thalidemide however l"u. an improved dmgcrlpm:'ii:

and progressively strong immurnomodulatory sction ™ °
LND showed wonderful elinical movement in treatment

i
of numereus myeloma malady *7 by means of o various
N O pathways system 5-11The system of activity of
NH lenalidomide stays to be completely portrayed, anyway i
a has heen exhibited that lenalidomide represses  Lhe

MH, autflow of eyelooxygenase-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 hestile 1o
angiogenic and against osteo clastogenic wrpacts, and by
immunomodulatory  action.  LND g direct

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

ST I ot
13':‘&?‘&"%#]’%
cﬂw'
\mﬁzqﬂ :

Figure 1:  henlcal Structare of Lenabidamido
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ABSTRACT
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- _qu o Pharmiey, J55 Acalemy of Higher Edigation & Feseurch, Broopnaf Rasaphal, Bonne Terre, Vacoas Maurius

Tt peal i i
real of this sludy is w0 find a vl class of BRCA-| mimics for Estropen Receplor o {ERe) broast concer that works differently from
canventioaal i e
aph-citrogens. Broast Cascer Susceptibility Protein-| (BRCA-1Y b s provativ wag diseovered to bind 10 ERa ond decrease its function by

3 :ﬂ'lﬂ:'-"i CORMEE between regions inside BREA s wino termimss and the cas bewy tennines of ERw. A novel class of hybeds with coumace and
thiosemicarhazane seq Makls was created with the premisg af developing small compourds that imdtaie the function of BRCA-1 to dewn regulate ihe
ERa and inhibit the tumor activity of breast cancer cells, Using Schrodinger 2020:2, ADMET and Ju #ilien malecular docking tests of the proposed
Pybaids were performed on the BRCA-| binding cavity of ERu, TSCO-XIV and TSCO-10 are devaloped hybrids tha have high docking seores and

good binding imeractions with impartant residucs.

Keywords: BRCA-1, Breast Cances, SealTold. Coumate, Thicternicarbzzone, ER afpha
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INTRODUCTION
Cancer is the most lothel discase, ad nsstacchors arc

working Lo find potentin] articoncer reatments. Onoe of ihe mosi
common types of cancer is brepst cancers in women worldwide, both
developed and developing [, Breast cancer sccounts for 14% of all
camcers in womnen in Incha, [n 2018, [ndia saw 162, S6H new cases of
breast cancer, with 87, 090 deaths, according 1o Globacan 2020 duta
[, Expensive mortality fs a result of pocr diagnodis sl higk
ireatment costs, Antiesirogen therapy options are berag deveieped
sinee twa-thirds of all breast cancers are Eglrogen Receplor-posive
(ER-positive). Oestrogen sensitivity in broast cancer R T
fealure of the disease thal can be wsed 10 resirict development andfor
prevent tumewr formation, Indeed, the current serapemtis siralegy for
hormone~dependent breast cancer is to prevent ocsirogen from acing
an umow cells in ene of three ways: (4) using an prilizgizopen like
parmaxifenraloxiled [0 provem ogslrgen Froem atlaeling 1o its mmjos
target ERa ™% % (B) uging pn arommase inhinflor o inhibil
oestrogen production; (e} weing # pure anticstrogen like fulvestan o

lower ERa protein evels. Resialance 1o thuse contemporary

Jowrnal of medical pharmaceulical an

endacring treatments, an fhe other hand. has a tendency to restrict
their effectivenzes. The BRCAL penc controls the cxpression of the
BRCAI protein, which is 2 tumaur seppressar. BRCAT mutetbons in
thve breaast cancer susceptibility gene increase the risk of beeas cancer
and a '-an'iet'_-.- el ather hﬂrrnnn:-dnpen:i-cml mimour farms BT
Furtficrmese, in sporadic breast ancers, BRCAD under expression is
frequent (30-40%) '), and one BRCAL allele Inss is seen in 46
percend of spomcdee breast tunsours. BRCA ] deplatian ar fimetionel
inactivation may hove 2 rele in the development o this kind of
cancer, according so these dutn. In human cascers that have lost wild-
type p53 function, misserse myusativns account for 81 percent of

paiations I,

The Inemmtionil Ageney For Cancer Researcly {(LARLC) has
iheroaghly deseribed thase muntions P The greal majonity of 1hese
mumtions {95%) occer in pSds DNA bisding domain, with sx
[holspat) chanpes avcurring at an enisuslly high e U The R17SH
zine-binding mutant is the well-studied, 25 well as the imest frequent
iisscnse ps3 muation in concer PEL The R175H mutation impairs

W)
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Abstract

Repositioning the drugs through poly-
phammacological approaches, including cancer
tharapy is gaining scientificinterest, as manynen-
cancer largeting drugs have well-established
safety profie but unexplored for its potential
o combat cancar. The complex heterotrimare
protein Na+/K+ ATPase (NKA) is complax Itis
existing on the plasma membrane of eukaryotic
cells and makes use of ATP for the maintenance
of sodium and potassium transport. It has three
subunils, a, B and vy. The g-subunit has four
isoforms namely al, a2, 03, and a4. One of the
published studies reports that the al subunit
is over expressed and activated in cerfain
malignancies like renal cell carcinoma, glioma,
and melanoma. Thus, it is hypathesized that
MNKA has unique roles in cancer cell growth and
development. For instance, Ouabain is a weall-
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 to inhibit
specific NKA in cancer calls gaining tremendous
scientific attention. Recently perillyl alcohel has
been reported for anticancer potential through
NKA inhibilion. Sinceperillyl glcohol has a cyclic
fing in its structural frame,we apted 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
possible anticancer affocts by inhibiting P A

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 ncleworthy issue of regular malignancy
chemotherapy drugs (mainly DNA damaging
agentsis famous symploms thatfundamentally
decrease the guality 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 treatment
5 viewad as & promising methodology for
future anticancer medicalion improvement
Reliable with this view, a couple of chose
non-malignant growth medications are as of
now under clinical examinations (for example
itraconazole, MNelfinavir, Digoxin, Riluzole,
Mycophenolic 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 phyloconstifuents
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ABSTRACT

Dengue virus enters tha eal
I i | by recepto
Ehmtmd medutt_zﬂ membrane fusion & =|-|-|rh;||-llIE
% hydrophobic pocker wihich it located

threshald for fusion. |n addition to this
pocket would zlsg Imaart

dieted endocytosis followed by a viral spvelope [DENVE)
4ok 3 ;3E:_Eﬂm muli'eu::f n-octyl-i-0-glucoside (POG) ccoupies
b s Been reperted Inge reglon plaws & mafor role in the rearrangement.

% £t Muitations oocured in thi hi”diﬁg pochet lead 1o the ull:zrmlj-:l-r-."E..I afl gH
t-“-r:':”;- 'iPE' F'rE!lﬂ-’HI“ﬂn of histidine residues preser in the
packer a5 3 promis) onfeemationsl change of the E protein evidence this

A 5ing target, The: presens sudy idertified novel cinmamic acid analogs == significant
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HEVWCERDS

Dngue: cnramic acid
envelope; ADMET:
diocking: chenawidcs

bleckers of
Sevanry- 0 anales 5t e POkt trough molecuar moreing studies against DENVE. A ity of
Molecular dacki sl::d' ennamic add was undertaken fer the discovery process of DEMY inhibitars. A
DENV fedawed FE.', Anhr;ﬂwas used 1o analyze the binding mechanism between these compounds and
Mikscubir thgl (o fredictian. Binding energies wete needicted by the MMGESA study. The
sl S oo s e Sty o s o b o
Yelves nave been tedted against HSV-1 & 2 viruses. From the computs-
;II?|T:J1E;T“I the fompoeunds CA1, CAZ 5Ca 60 SCA 57, 5CA 37, 5CA 54, and 5CA 14 exhibited fg:;.p-
s o E'I'Il!l'u:p'. The i:l.'.!-m!‘.'l-i.!q.ll'ltli hiawve -witrer amlivinal activity; the results ':lﬂllfi indicate that
& compounds showed the activity aganst both the virusas (HEV1 & HEV-), Chur study provides
vahiable information on the discovery of small molecules DENVE inbibitors

T. Introduction

Dengue virus (DENV) is @ virus transmitted by the flavivirus
species, which includes yellow fever, West Nile, Japanese
encephalitis, and Zika virus(YFV, WKV, JEV, ZIKV) respectively.
Up over 390 million dengue infections oocur annually, resuit-
ing in the warsening of dengue haemorrhage fever and daen-
gue shack syndrome (Bhatt er al, 2013). We currently do not
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 & iKYV
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-ventdation,
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 (Zhiyang

gt al, 2014} One attractve approach could be the

COHTHOT 5 Jubvie
Ciaty, Tamilnadu &43H01, India

() supplemesial data for this anicle can b accssed oafine al hilpsidolarg/10.1080/07351 101 2030, 1862707

5 2020 fedorma UK Limites, trading ar Tapler  Francis Groass

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 & 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 three domaing present In the E pro-
tein, the hinge region movement of domains | and || Facill-
tates the fusion process [Kampmann er al, 2006
Rearmngement and or conformational changes in the hinga
region by small malecules 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
wvinus envelope) protein with mill molar concentrations of the
detergent [-octyl glucoside (MOG) empowered 1o [Modis
er al., 2003) detect hinding of a datergent atom in a pocker
between domains | and I, The zrea of the detergent binding

jubieyssuniedu,in (g3 Ceparimend of Prarmpeeutical Chemistg, 55 Solkge of Pharmecy, 155 Academy of Higher Fducation & Research,
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ABSTRACT

':i]h‘:"“ﬁ‘f}’ '51"‘!! seientific study of interaction of chemical subsiances thal are constituted of atoms OF
ol mb,mn““c particles: protons, clectrons, and neulrons. Traditional chemistry involves study of
interaction between substances in o chemistry laboratory Using vanaus farms of laboratory glasswarc.

Traditional chemistry is perhaps the most established method

for organizing atoms. Microwave

irr_':l.dLmi::m has gained popularity in the past decade as a powerful tool for rapid and efficient synthesis
of a varicty of compounds because of selective absorption of MmiKrowave energy by porlar mokeeuies.
\icrowave reactions involve selective absorption of MW cnergy 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 Tirthaeakar Chopdhury

Deprartmient of Plarmaeentival Cherisirs, [Feiab shiba

[ysaaluly A iharnneenticsl Seiences, Suriige,
Felingmant. [ 8 B

E. Mail: girtha 293 @gmail.com

\rticle Publisheus Oci-lhec. 2017

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

raditional tools.

[nternational Journal of Pharmaceu tical Technology and Riotechnology
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Abstract

Thc 571 i i i

L'naj.r::l::"i:m;EL?I;T;;;:;T:EE;:Z;{:EP?:; zﬁiﬂg Aiciter inwicats (A, marivans) lcaf cxtrmel and ks
copy and observed a maximum Bmuf::;‘-l :ak Elfil;ln'lﬁlﬁ .-"Lg,N_Ps were synlhesteed and zll'l..lll-_:ﬁ_'.r.'d by usi
intense valucs (111, 200, 220, and 311) ."? ha nn1which -Eurrugp-:u?m. i the AgPs. The XRD
el gt AP e caiiind with-alkees RomgEentBrER S (0 s,
sbilizing ageat: ind’ fekd ﬂTI.?:E'iLm :i-::a: ancs, amudes, and alkenes functional groups »
i i g o Mgl etion
P . -:-'l11_1':'_-!-12{:d AgNPs w-l:se .ﬂ.;hu:.ncnl in 5.1'|u|:|¢ with lhe st
,' pEres E_I ay (EDX) spectroscopy exhibied a strong signal of sibver. Vanous to
30 pg mL™") and agueous leaf extract (ALE) (30, 60, 90, 120, 150 pp mL™" were eva
AEMFIE showed significant larviicsdal propertics against three different secomd instar fnoves, W
exhibited LC sy and LCon values af (LCy, 45.521 pgiml.; LCsq 456 406 pgiml) against Ae
(LCsy 61.578 pfml; LCyy 563 309 ppfmL) and G quinguefirseianes {LCzy 68952

were cxhibiled LCeg and LCy,; values (LCg 3,089 ugimls LUy, 18467 gLy agan

{LCsq 3.155 pimil; LCq 39,888 pg/ml) and Cx. quingagfasciane (LOso 3.1 8E pgiml
also evaluated for the fisst time o identifly their metabolic enzyme inhibitory

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

Nanobiotechnology s one of the most promising areas in
modern nenoscience #nd lechroloy which has a great appli-
cation tog! for explormg darkest avenues of medical SCIENGES
in severnl ways hike targsted drug delivery [10]. imaging [12],
artificia] rmplants (23], and sensing [22] and wlso con figzh
pogins human puhogens and disesds [4]. This emerging
ares of rescarch interlaces various discipiings of seience such
as physics, chemisiry, hiology, and matesisl scicnoe. Thowgh
there gre existing chemical and physical techniques available
for the manufacturing of panoparticles. These chemical
methods contain the enarmeds side effects o oul’ environ-
o the uaage of toxic chemicals also which 18 more
& developing meed 10 grow niu-
hrough green synthesis and other
5 of nanaparticles. The

ment duc §
expensive. This enhances th
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organic methodologies for the synihesi
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REVIEW ON GLYCOMIMITTICS AND THIEIR PHARMACEUTICAL APPLICATIONS
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heywords: ABSTRACT: This review enumetates the classification, role, and
Glyomimetics, Glyeyrhizin, Arixra,  importance of earbohydrate derivatives and glycomimetics. Carbohy-
DC-SIGHN, Relenza, Tamiily 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" far all ﬂTHE'Ir'I'i.';I'HH. Thl’!}' 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
Department of Pharmaceulical such as cell growth, adhesion, and fertilization. Glycomimetics are the
Chemistry, JSS College of Pharmacy,  compounds of low molecular weight kased on the structure of functional
mﬁéﬂf-iﬂiﬂﬂﬁ'ﬂs' 543001, carbohydrates. The rational style of tiny molecule glycomimetics that
: exhibit improved drug-like properties like enlarged affinity, blood serum

half-life, stability, and bicavailability. Currently, two successful drugs for
influenza (Tamiflu, Relenza) are numicking (Glycomimetics) the
sransition stite of the enzymatic cleavage of the terminal M-acetyl
acuraminic acid. A hopeful example is the antibody 2612, which has
neen shown to neutralize HIV infectivity. The functional carbohydrates
identified in these recognition processes themselves do not 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)
that have higher ailinitics and more drug-like propertics of long serum
half-life, metabolic stability, low toxicity, and oral bioavailability. These
gl}-cumhnctiw drugs are new chemical entities and provide innovative
therapeutic strategics (o address current unmet needs among a wide
spectrum of disease applications,

[NTRODUCTION: Compounds of low molecular “The role of membrane glycol conjugates in &
weight based on the structure of functional —varicty of pharmacologically relevant recognition

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

glycomimelics ' of anal
- — carbohydrates, defined as glycomimetics™ .
QUICK RESPONSE CODE
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nﬂll =gk i N . [
0, 13040/14P SR 0975-R232.11(71 3078-86 I'he rational style of little molecule glycomimetics
thal exhibil improved drug-like properties like

L inflated affinity, body fluid hall-life, stability, and
N gl bioavailability. Currently, two successful drugs for
influgnza  (Tamifly, Belenza) are pimicking
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Thruughcllj“j;“f Cﬁillmate Benzimidazele Hybrids as BRCA 1 Mimetics
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toxicity ScrEEnin;m onal Binding Mode; Synthesis and Preliminary Cyto.

Selvaraj Jubje!”
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":‘I'“”"“ Fechyrownd: | was foumd that bresst cancer susceptibility protein | {FRCA 1) binds o
celragen secepbor alpho (Elta) and inhibis its sctivity by direet inieraction between domains with-
" the amming lemings of BRCA 1 and the earboxy lermiaus of ER alpha,

ARTICLEMISTORY Djectives: The present work fucuses 1o identify a new ¢lase of BRCA | mimatics that wark i
i Ferently lrom conventionz) anti-ceimpens,

Methads: & novel class of hybrids having coumslz and bereimideeolene scafTolds were desipned

Resmeopsd Soagund |2 500w

Beviaed ke 1y, T 8y ' i3 e
ciemmesl Dcernder 16, 20 19 ¢ mimie BRCA | protcin, suppressing e wmor activity of brenst cancer cells, M siliea molecu-

Julr dlucking swdivs af ihe esiprel ligands were performed on BRCA | binding cavity of ER al-
INTY ELLH

TULZ R L F R e ) B . . z
Resnits: The duzigmed hybrids which gave significant docking scores and had optimum binding
eractions with key residues were szlected for synthesis ond fh-wire assay

Corclision: The compounds NY | snd N¥2 exhibited significans effeers on suppressing MDA
MHB-231 cells in the coneentrarion of 24 pp/ml sad 44 pgiml, respeetively

Kevwords: Bresst cancer, scalfold, BECA |, conmare, benzimidusnlone, ERa.

participating in Homology directed DNA Repair (HDR), an

LINTRODUCTION
Many breast cancer therapres ultimately Sl and recurrent FB?E:fiiTlT:“h;:fTFEE ::!“1,:. i":lﬂﬂiruf E:-Duﬁ}s [“jl‘:..’ll':i IEE'I:‘:J:EE
oy : ; : iy account for of all heredi-
ER alpha positive breast eancers are generally incurable due tary breast cancers [5]; and in 30-80% of spocadic cancers,

1o fesislance for conventinnal anti-esirogens {I_] T11l_-rf!'-:rr{_:, BRCA | cxpression (s absent of reduced, suggesting 3 wider
in recent years, fecearchess have been looking for anti- role in breast cancer [6-B]. The evidence clearly stale
estropens thit lack their partial agomiz) j‘.lt'i]-FE'j"[I'EE and have a BRCAL mey repulite the Icsqﬁnﬁl: ol ER alpha m'“:j:_.a;:mf
mechanizn of action Idi_F?'r:n:nl o rh? CRIENg At The cal ligand estradiol and inhibis by direct interaction between
breast cancer susceptibility genes BRCAI and BRCAZ are the amine terminus of BRCA| and the carboxyl terminus of
classic tumor suppressor genes that exhubit an sutesomal B ogjnhg (9, 10). Dur objective is to dentify o novel group
dominant patiern of inheritance with high penctrance [2, 3]. of compounds thai act as estrogen receptor antazonists by
BRCAI carriers inhent one m“m“t_ﬂ'{qf"’ _'“”“I'-' i one binding 1o a putative BRCA binding cavity that is distinzt
wild-type allele; ihe wilu:l-illﬂw allele is invariably deleied or from the conventional ligand binding pocket and the co-
mutated within the temoe ' These penes r'u!lf:tiun_-‘.lﬂ caretik- activator binding pocket in ERa, Fig, (1),
et i B Coumarin and benzimidnzolone scaffelds suppress breast
eoncer ool growih |11-16], which show aclivily against
Breast cancer, In continuation ol our previous swdy {17, 1E],

* addness comrospondence o Hiks suilsr 2 the Depurminam of Mumaeeari-

gl Chemisiry, J55 Callege of Py, U'ﬂ'.m"?""uf,ﬂ"m j‘i. Ay, the present stidy focwsed on synthcsizing coumarin and sub-

oI Higher Educaiios & Research, Mysare, lsdia; Tel; G323 ; s 3 R ;

- 541 7881303 - - julsiciawaiiet gl cai siitgied benximidizalone hybrids os BRCAL mimetics which
o R ERE .
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& fepurposing of Daclatasvir and Famciclovir as antivirals against dengue
virus infection by in sifice and in vitre techniques

Marzsdy 1!, Shyam Sundar 1P/, Girifa K*, Pradhecsh S1', Shanthoshivan AG', Akashwaran 5,
| Sworoop AK' & Jubic 5"
Cheparimany of Pharmseentics] Chemisiry, J55 Cyllepe ol Phasmacy, J55 Academy of Highes Edecntion & Research,
Cisty-=3 000, Tamii Wb, India
ol Flannaceuwicnl Chesmstry, Modher Teresa Fost Gradusie & Research Insutse of Healih Scienses,
?Lﬂlul‘:llnly-tlﬂﬁ 0, LT, Imlan
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Drug repurpasing is 2 technique for reusing an existing deug 1o treat snatler ailment, 11 is common knowledge that nearly
F'“ wlcm“ wsed in human therapy hive mare than dne prmiel fimpe inaddition B their primary actan, The prezent work
'3 afcd lo repurpase existing antiviral drugs for dengue disease. A molecular docking study is performed with the DENVE
i ,r':'r the identifcatlon of the suiteble drug candidate which acs in the fision process. For all repurposed drugs at the
setive sile of DENVE, molecuiar docking experiments were performed using CLE Drug Discovery Workbench Software
(FDB ID: 10KE). The relative binding modes and the affinitics of all the selected drupgs werg predieied and compared with
the ca-crystallized A-ociiteki-O-glucegyanasils (I3G). The Daclmasvie (Score-53,52) makes hydrogen bomls with
ALASD and THY4R According o the docking scure evaluation, the entire drge candidotes bad decking result ronging from

—32.15 o =53.52, Amaong i drugs tesied the jws drups nomely Declatosvic and Famaiclovis hove been idendified as HITS
for combating DEMWYE prolzin,

Keywords: Dengee virus, Drug repumesing, Envélope prodein, Hinge region, Molecular docking, s-Cend-hetg-0-

glvcogyramaside (0]

Dengue viral discase, 28 mosguito-bormne viral pathogen
dengue virus (DENV), has been a significant public
health ‘issue in recenl decades. Dengue s 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 diseases
and 25,000 deaths. DENV belongs to the Flavivinus
farmily of the Flaviviridee family. The genome of
flavivirus consists of approximately | LOK  base
pairs {bp) of RMA, which (ranslate into thres sfmnmrat
proteins, including membrane M1, -:ap;n::l [C],
& envelope [E], and 7 non-structural proteins NS,
NS2ZA, NS2B, NS3, NS4A, NS48, and N335, The v_:'raé
envelope consists of iwo mmansmembranc protemns,
the envelope (E) and the prr:mnmbrancllipr]'ﬂ], .F' binds
directly 1o cellular receptors and facililates w_nul and
cell membrane fusion through viral cell ]:lenurrafmn_aml:l
is the primary site for antibody newralization’,

*Comespondence.

E-riail: jubief@jssuni.eduin

Suppl. Data available on respeciive page of NOPR

_.'.\:.' o

% By

Interruptson of virus replication at the initial point of
condact” can bhe an attractive technigque, Membrane
fusion is the main molecular @vent thal occurs during the
viral entrance into the host cell’. The envelope protein
(E) eonstitutes the main component of virel surface.
It is very important for [usion 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.
Rearmnpgemenl and’or conformational changes in the
hinge area by small molecules can dsrupl the process
of fusion”™,

Keeping the ghove facts, the prescot work is aimed Lo
reputpose existing antiviral drugs for dengue dissase. 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 mechamism of
u%w}gand therapeutic  efficacy: Acyclovir inhibits
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EBEChos! | 145468048 | Dengus Virvs EndyFusion [nkinition by Small Boagine: Moacules.

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

= Sowrce: Current Trends in Bio lechnology & Pharmacy - Apr2i20 Suppl. p |49-150. 2p.

* Author(s): Narcsh, Podili; Jubie, S.; Girja, K. Shyam, I

= A w : ) ; :
bstruct: Dengie virus enters the cell by reeeptor mediated entoeylosis follawedl by viral E

temvelope) protein medinted membrane Tusion, Membrane lusion is a central molecular event during
¥iral entry it host cell. E protein is mitjor compenent ol the viFon surface plays an important role
in binding 10 the host receptor and assists virus fusion. Rearrangement and or conformational changes
in the hinge region by small molecules may interrupt the fusion process, AmOng the three domains
present in the E protein, Hinge region movement ef domain | and 11, facilitates the fusion process.
Upon lowering the PH, the E protein undergoes major conformational chanzes in the Hinge Region
springing upwards 1o bring the fusion peptide closer to the hosl membrane for fusion to occur.A small
detergent molecule n-octyl-B-D- glucoside (BOG) occupiesthe hydrophobic pocket whichis inthe
hinge region plays a major role in the rearrangement, I\ has been clearly reported that mutations WL
this binding pocket leads to the alterations of pH threshold for fusion. In addition 10 this the
protonation of histiding residucs present in the hydrophobic domain would also impartthe
conformational change of the E protein, The previously reported fusion nhibitors such as peptidic
antivirals sufTer from poor absorption from the gﬂslr—.:uinln:stin:ll. tract, necessitating intravenous delivery
and hizh manufacturing costs. Kecping these views, it is proposed to design and synthesize 2 library of
novel small bioactive molecules, Inserted at this position may have the ability to interrupt Further
canformational changes and hence can inhibit the fusion (ransition.
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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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PHARMACOEPIDEMIOLOGICAL EVALUATION OF HIV PHARMACOTHERAPY AT DISTRICT ART
CENTER IN SOUTH TELANGANA

SONALL B, AKHILA G, DIVVA R, B ADEPUY, ANUSHA T
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ARSTHALT

fihjective (bjackive ol thy siudy. wan o nssess Ui drikg ubilznvann patiers i artimtiovial doaps) and medizatkn silheinecy wetiawinr amcng humas
inmumnleficiency s [MEY] pailenis aktendlng o local ST e e, Earyapet Southi Tulsnjjeog,

Arethods: This was s prospective abservational study appiived Ly iatkistional ethiles commiiies, Demographle, clisical labo rotary and the treatmiend
detalls were colloted o dably hadls for new veses anil (e data wild 8 wae cotectsd far ald cises, Medicstion adherente beliavier way s e
tkrough Mutidky Medication Adherence Scele-B : .

Resulis: Durig Ui sidy period, a 1ol of 505 BIY patients-wen enrolled. Among tem, najarity patkents wer wonie {510 in e age yroup of
4145 (49,7%], llinrates (52,00, Majes mode af tranemission Identinel was IrImsie coneet (74% |, and majorty patients wets 2 Scige | (4996

TLE bogimeis wiy presctihed s Ao 4 pittents and for cigldran h £ prsAcsilimd enghmien woie ARG TTE Y (50 %0 About 434 patlendd siers fong

with mpd s adherenes

Cenglumians This stady cancludes thal the most preseribed regimess wise cambilnation of TLE, shd miajority of thie patiomts ware found with med b

acherisce

Keywords Antlretrmvinl thierapy, escriptiye paLtein, Adhensee bebawkorn, Pharmacorpldemiobagml survey,
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IMTRUTYICTION

Pharmacespidemiology s the study of wse, oifects and agverce drig
reaoiannsg rf-l.ﬂ"ﬂdlfﬂ-ﬂl-'l“ in lerponiamber |p:|'||:|||||[:||-||||,|= with '|]|e-|'\|'|,|rju|i_|.
ol supporting the rachanal snd cos=sfective uwe ol medicadions i the
paglation o improve the ested health aaioies [1]. The buman
fmmiunodal lency yirus (V] netrovirusallecis the nmune system,
slestroying o impainng-thel Ainct oe. AL the tnfect |u-.|g|1,-;:-:_, the
fmmine wilem hecumes Weaker and the persur hecamms siscephble
L infectinme FXY. Momt advanied stage ol WY infeerion i cled s
acipulred e deielen oy syalmame (A105] apd tales 10-25 vears
fnran HiV-infactod persen to'develop'2s A 105 cose £3];

Usir ‘ol HIGHEY ACTIVE  ANTIRETHOVIRAL THERAPY (HAnETY
substantinlly decreated death rate dnd trapalated A0S a5 managealle
sl plem MATDE and WHD estinisted AIDS de2ts tolls as more than 25
Tl i B9EL, whes itws fest recopnieed. (1] A0 adharesce of 555
Lo ANT Is emsential 10 achléve maxisial sl suppression and minimize
ihe apportunistic infections {00 rate (4] Howeves (2 elinical practice,
maintesancd ol aptimal AT adhedence i challenging A me-analysis
ul Ba amidipd eetimates] thef only 2% ol HIY pacients Bad ochigvod
optimal adherence [of > 20441 [5],

The: present stiedy alms at onderstanding prescribing pattems-anil
medicatiopadherence betravior af HIV panents swzicopg a distrler ART
ceiten This helps (8 essessliag e roclonal des of- tlse andireqreatil
drugsand srategies m redoce the infection rate and prodong the patiens
ainr il Warlitbweide, nvie Hian tasesry amireiiosical 1|I"JH£. heldngiaj
Lo Fuston inhibitors, MMATTA NET'S, Clhemakine feceplanl anlogorst,
Pratease Inhibitorg, ond Intepraes inhihitorg are losnged for formal

therapy [6]

HAART & hmwn as frple drog thergsy Studiog lave correborsd
the combination thevapy as very elfcotive and reduce the yival load in
the patizata Lelow detictible Jovels dmplying that HIY repficztion

SURYAPET
MOL, & DIST

ceated | EL 15 then abgence al HASRT progression from HIV .n_'arl:nm
o AIDS Thaw beent olzerved v eeour withoa median sueoval tme al
9.2 months, However, HANHT snmecdmed nchileves far liss cham -upihl.ul
resulls In some drcemsfances being eiferive In fess than 5004 af
natil.'m: iee o medicadan  inmheranee fadverse Er]'tm. Inelfectve
ahtirntroyiml therapy and infertion with o deog-restaant strain of
MIN[6] However, Imedequaie adhereince fe med | eation resulis bn Tess
i e b el frem HAART,

egsors. ' dom-adherdnco and non-oersastence Wit HAAKRT are
varlod and l:l'l"l':ﬂﬂppln:!; Poof i cena L meeslicel cors: ||1|:||j|_q||,..|!l anial
suppart, and drog abuse fomirihun tnpon-adbecencs The complecey
ol the HAMT repanens, increased plll mimber dosing frequency mead
restrctions. asd side effects create intentdonal nom-adherence alio
conir|bste o ihic problem Y1

HI¥ prevalince (=-2018 smong adult population was eatimalse by
Watinreal AT Cantrmd Organbation I:_..’*ll"\'_'ﬂ‘], an 0 372% 15 2, abowt
A GO nealo dled fodndia die to AlBS-relaged catiges, The scileap
ol free AT sl Fapld expansion of ART actess sbaoe T4 hat safed
curnifatively arnund 45 lakks Tves in ndia untl 2014 |1-2].

Hovwasir, dirimad and semi-urban areas, 1V stigina ts stil prevatling:
Mty AITIS palenis da mof wet ART enndois regilachy and dadbaed v
Thedr resimens, Thug the prisent dtudy was inibatod to fesieds (he
severity ol infortjon; prescrpdon vegiment; sdRermes behavior amang
thee ALY patiests reglstessd 21 a disick ART center,

HMETH DS

Thas observtioaal, prespecive, interviewsbaied sinplecenter staily
s npiproared by Inetintional Heman Eilesl Cotnmaliterand cordicsd
far o monde al surmpet dis CCART conter Telangana’ This centerhas
alout 8000 registered EV-afeced patien @l this center dispensgs

RY drugstfres ol coat, on monthly aliour 3504 registere
i ] = 1
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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.

INTRODUCTIUN:

The most accepiable route of drig admindstration o
schieve a desired systemnic sction is oml route. There 158 a
probabilicy that at least 90% of ull the drugs aore
administered through an oral route.ln convenlional oral
drug delivery, the drug resides Tor ashorern penod of
e in e dbhacrphion window, so0the becayvagkabi ity j4
frmperod. LRl Urug adeliviny  syaicm
represents the most popular form of comrobled -and
prolonged drug delivery for the vanous. ndvantages
mintmrang the cons of convenlional therapy. This type
of dnip delivery systems refeases the drug with consfant
ar variable refease rates ™
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Gaastrie ssnptyeng of adosapde fomms can be modified by
Mardamele = aEedine
tegidence me ol the dosage [ooms, by which the dosages
form can remain in the siomach for o prolong period ‘of
tme than the normal conventional dosage forms!. The
mosl popular ppprosch’ of vral controlled druig delivery
ta gastioreTenive dosage o petain estpnnel prslony

iitkzreni ik da increiiseg Lhe

HEI il '-il'-IE ;II-IPI-:'-': ants bl dee Lhaskin § estcris
lime i e stonmach®. GRDDS can be elaboeated as a
modificd technique of desage form which can remain
the stomach for a long duration of bme by allening the
gasme emptying bme a5 well a5 release the drug ino &
contratled manncr, and then mctabalized, In th present
noenienothe differant pnbraanlies five G i e
LT T T R TP IR TN 8 b R T R B Privacy uigeciive o
formulating GRDDS i 10 overcome the problems
assoviated wilh oosting orel conventional and sustained
relenge dosage form and to desien o drug delivery which
will he:maore-bencfit towards the patients™
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A SYSTEMIC REVIEW ON

FLOATING MUCOADHESIVE DRUG DELIVERY SYSTEM
Dharmajit Pattanayak'™*, Dr. Ramesh Adepu’, Saumya Das’, Ramya Sri Sura®
Jatpur Mational University, Jagatpura, Jarpur, Rajasthan
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derage forme Deiges it are caslly ahrarhed from gaafronnieatime! bract (O el hrve sorT Iradf-loves are
elinreiod grickly frome e mperemie efrciifafion reguine fegueal dotiug e achieys sufahle’ tharupeinic g b e
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Wireomahrerie deing dellinee sopiems Griveaet Wil ihe e lave: coverime the nwcesal epitfelial S and
PUCIE M el oyl ppereurid e reditietive Hae of Pt alcrmeee= foirrm el fle il o |-Ili.i|.'|'l"'l'. Hr) AL |.|I'|I':-\.’.-' Wke s b
facal oction ar thare \ohich have sacimio arlwebion s pastrle pH reguine thervated deritfan ol stae i G Thiss,
"I'II'I""I""] AT LSRRI R s T l"l'".".' 'I"-'r"'"\-l':l FhalErLy e il DU LETF LR L g oy £ Ty e il o falntin st Lt ithareced
Herrapentte ottt fa thiv o, Hir e i fo e de Y el ol ai et enatinge endd e oaaflegiog
AR P .Ilt|_ Chid Wiyt TR ST

Hl“_ﬁ"'ﬁ'm'liil! ool fienlve: foatire drie deliven: G RS e TR T Ty T T

Liarresponiding anthor:
DharmajitPattanayak,
Jarpur Nafional University,
Jagatpura,

Jarpur,

Rajaxthan

Pledse cite thux article i press DharmatiePartanavek of al, A spstemic review on Floating Muceadherive Drug
Belivery Svstem, Trido Am, 0P Sei 2008057041

(2
PRIICIPAL

WIKAS COLLEAE OF SHARMACEUTICAL SCIENCES |
Rayaniguder (V308 376, Suryapet (WdL),

MDL. & DIST. : Suryapet Dist, Telangana.

(T.92)




ASIAN 0URNAL OF PHARMACEUTICAL AND CLINICAL RESEARCH NNOVARE

g T B et
e - 24551401
Val 15, bevme J, 20604 Prind - 057 4-2441
Research Articls
PHARMACOEPIDEMIOLOGICAL EVALUATION OF HIV PHARMACOTHERAPY AT DISTRICT ART

CENTER IN SOUTH TELANGANA

SONALI B, AKHILA G, DIVYA R, R ADEPU*, ANUSHA T

Dhepartmant of Pharmacy Practics, Vikue Collags of Phanmacsutical Sciences, Survapet, Telangana, india Ewall: adepubi3igmalloom
Recetvedy 15 Drcember 2021, Revised and Aeceptad- 87 Frbenary 2022
—

ABSTRACT

O fectivesd OlijitBe of the srudy wes b desess b drug ubbbasiom paktern of sifeetrovical dougs. snd medistion a®wience beleylor ameg honan
s e ke | iy WP i [TV pustivenits ottewaling & local ART cember, Suryejiet, Suwtli Telaiijiina.

Mietheds: This was o prs pectieg ohservational study approved by Institattonal sthics commites, Demagraphic, cdinesl, Idesatoey, ond the trestment
ditulls wese eollectad cm by bonds for new ceses and the dota odd oo wes colleted R odd cuscs. Madivition sdherence befmvior vas aisessed
trcagh Maorisky Medication Adberence Scale-IL

Kesults: (haring the smdy period, a wal of 505 HIY parioans wers siiilled, Aming themn, magoriy patients wert: woman (517, |8 fse age group of
B =A% (45T iiterates [STE0G) Mojor mods of s i bdentifed woas infimate confact [T85) sod majurity puiionts wens in Stage | [40%)
TLE reginesi was piosciied I 6L panients ard for children the prescribed regimen wik ABC. 3TC, BFY (5.196], About 43% patients wese Found
with ke adlsrens,

Lonceten: This study condudes that thie peost proscrifss) ruglingns wens comhination of TLE and majoriy al the patsets were Esand with madiiom
afheience

llrnﬂﬂ: Anliretroviml herapy, Fresoriphon pantemn, Adberence behiaiborn, Phistrsiocsiddeminbgaeal sursei,
e
'II T The Awtlvirs, Fublished by Impraine A lemic Sciencos Pyve Ll Thils B an opss oo @k gader s 00 BY loenss [mr;,'n'mmmny

Thwmers, My 0 DL sty f oot ooy 10221 59,0 por 202 20E SEAZST, [uiii il hewtdejosgt hiteps: ffinnocrescad esmies n fjoarnals fmdesphip e

ISTRODUCTHIN

Fhai maew pldeminbegy |s the study of wee, efects and adverse diug
reatkasof mediostim o bge mamber of popnlatiins withithe furpsos:
af sipparting the rationad and costeflective wee of medications i te
perpularion to mgeose the desived health estoeses [1], The funan
Immunadeficensyvinms [HIV B retsimealfeos te immone grstem,
chestroging, or isguilneg their fmction Ac the tifecths progies, the
innniine spstesn becorves weabset, and the essen b suscepdible
m nEriang [2] Mest fdvanoed stage of HIV mfection i called os
acgmired imniupsadefioenoe mdrome [ADS] and tmkes 10-15 e
for an Hi¥edrdeoted persn to deselap ag AIDS cane [3],

Use of HIGHLY ACTIVE ANTIBETEIVIRAL THERAFY [HAART)
aubiFtantially decreared chath rale and translated AN 2= nueagealie
eevndivion, DMATDS and WEID estimated ALDE destlitnlls s more than 25
milflion o 19910, when it was first recognieed [ 1] An adhird s of 9550
o ART Is ecacnelal oo achuleve tianlanal Vil supgrcssion and minipstee
the apemunitie indections [01) b [#) Howsver, tn ciinical pracsice,
resint=mnee of optine] ART adlerence s diallenging, A met-analysk
of B4 sedies estimated thad only BZ% off HIV pesienms [ el
opcimai adherenoe [of =305 [5]

Tt pocesnl gy =ow gt siderstanding prescribing petterns and
reeilivancn aitherence helundor of HIV patients visiting o discrics ART
cenber. This hedpes In sesesslng O rathond wee of the antivelroviral
bt T Teghe € 1 Pl T frsfecfionh marbi and i Ehie patient
shrwival, Worldwide, peore than tweenty ankiretrovisad diugs bedomgiog
b Fatsian Ieibtors, MMATT S, NET S, Chsmokine prvplor ankagaonlsk,
Frisease mhihiters, anl |abegrase mhibitors are lovnsed for famal
tharapy [£].

HAART ks iwrem ae triple drug therapy Shidies hove corroborated
the comslinatinn derapy as very effeutve and reduoe e vinal losd in
the patients below detectabls Tevdls Fmplyieg g5l HIV pegdication |s

iesmnd [2], In the absevce of HAART. progression from HIY Infectinn
e AIDS kas beem obsorved to cocar with & median survivg e af
9.2 mewsthe, Howeves, HAART saanetimes achieves it loss than apimal
Tewalts, @ i ChivumaTances beleg ellectve In oo than 509G of
patieids die fo fedication fedolerance fadverse effects, e focthm
antiretroviral thensgy, and hlioto with 3 dreg-resistant soain of
HI¥ [&]. Huvsvet, insdisquate slhammncs tn madiction relts o e
uf B e it from HASRT

Rreascere for motradherence and nonsperskrence wille HAART are
ﬁﬂbﬂiﬂm{upﬁqﬁaﬂlurﬂtﬂ*dhuj cais, insdepiate 5o jal
FOppat, and drog shise cetribule b pon-arfermmoe, The comph=cny
of the RAART regimens, inoreased pill number, dosbeg thequency, weal
reskrictioms, and Side elflecks cocdte lfgiabond nos-adbsionte e
ooy vt 50 chis probdeva [7],

HIY prevalence in 20LE @iy adult popalatben was estimsted hy
Meariornall ARDS Cronkrol Oganizstion (M&CO) a8 0270, I 2018, abour
5000 people disd In Inidia due b AIDG=reiated caised, The soala-up
of free AHT and rapid Fupamaion of ART &veas slice 204 o saved
cumuliniedy arouind .5 190880 1ves o Indbuotd 2004 [1-2]

Hervawr, in riral aned semi=arban areas, BV stgea 15 still preiling.
Mary AIDS patienis de nit st ART centers Tegulaly snd s8=ia o
EhedT riglesns, Thu<, the [uessol el was inittaeed o pwew the
ity ol infectinn, prescriptinn regimens. adhererce heluvior ansong
the AlDS patents reglitered ot & dbsTict ART conbel:

METHODE

This shsarvatioml, prospecive, Iterviewsbasol single=centey soady
e Rprerred b s ecional Humsm Echicad Coommitoes sad comduced
fodr 6 penahl= a6 Furpapeetdiseobet ART cevder. Telangana, This center bas
ALt §0HHD peghatered B'WSinFected patients and this center dispenacs
ARY drags free of oo, an moathly Lesds o ahout 3,500 regiteind

O«L.—%f
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ABSTRACT

DljectivesThe olective of this shady was to arces the ngocendial Infrcien (M) sk el s ammg i hidels inthe prodectve age goup using
sy Canliaraaniler discase [FI-CVD) ride awseosment toal

Mathads Thes s o prospectve bssrvational and interventiona stody condncted o & months afte? sbisdiing the Instbona Burman Btk
Commsittes appmoval, E2-CVD ik pososiment bool was used b this study whilch irsdodes sk self-reporting questionaries” such as age, geiser, by
of dlubicics, history of smuking. Instory of hyperezim, and Gy Bisory of Beart sctack at the age of 60 ar pousgen, A soove o0 oF grealer is
coniebillerad s patients are at high risk of havisg B,

Besultes Sy asbijeon weim givnlled b this stwdy ung the Tncluston criterks, Arong them, 38 were male ard 24 by weir B, Gue of

sy recrultnd, 23 Faired hindag high visl for Ml atfock and 37 weic st bowr risk of baving chances of furder M,

Cnnchesdom: The study concinde that ET-CVT rigk acsecoment tond wa S tw i b jeedict ife ocoumence of Brure ML

Hewwurds: Hyvoailinl o, Selfreproring qessnianisie, BT GV sl soessment bl

e e
0 2022 The Authors. Poblished by Innowie Acdemic Soienoes Pyt Ll This isan open sconre artcle et the 02 BY Horsse (Timpe ) fomvatirmmes oy
Hirerees ) DO Wimpry! Fdt o vy 0.2 2155 alpor BOZ 2L 51045041, Jousarma] e pge: Hitbye Hnnaeacide mios by hournsis ke phylajper

INTRIMMATION

Canllsvasiular disesse [CVD) L8 ome ol the gl bealthrrefabed
problens ans becane msfor viuse £& e mortality [1]. In 2025, aboat
L7.8 midlican people died die o CVD ard by 2030 1t 15 exqieed oo csiss
apprsinmtely 23 million deatig (2] CVD refiers m a dasg af dnical
omslRinny sch @5 coronary artery naowiog, ke, st Bilure,
hypertessive heart diicase, alieirsdigosts, Al myucantbl mfarctinn
[ M1} Fecpie I i agb goosp of S0-65 are 2t high ridk with cuatimaoai
Tinge 1m b 0] pdd@e-inonmes countries and shealy soierglisg ME ag
@ epldemsic problem [3.4], Worldwide, mortality rate 8 @srinted
i A% from ¥ million peaple [4]. Every ok in 115 alans move Hizn
A0 degths are coonirring due to etk [5L Where a5 in India,
mortaliny & seon higher and & 2 mar 10 million people, During the
parr 30 yewd, the dsomed rabs has dnireased from 29 to &% In ruimd
papularan ani £ bo 13% n urban popularsi (8]

M1 e bbsnca mate wor fownd signifcastly Bigh ameig ble® men [75-
B wears] rompaired i white amcng Bech man [9.095) and women
(LIREY [T Ristoaf ML s soem 10,529 Bgh in mabe smokers and 7.38%
b memesttokicis, wlicroas SRES in femele s kers aod 2,379 In nnn-
siiwlint Brnales, Stnilies conductsil in 52 countries shormtn that fien aie
e prreine b g csk comipeied bo vasmen [3], Age. gender smoking,
high blood pressure, hypeiligadeisia, ot akohnl monsumption
fnaily libatny of hear aitee, sedeidary bl style. stress boes, and
codeRdiled sach a9 disbhetes, COPD, astama, and chronic kidney
e diw comshilered as sk Gctors for ME [9), Gosally, mame mele
afe aviilahle o assess the risk of M s the Isdividinals with potential
Hk Bactears. One such tosal 5 ER-OVT Tl [38], which if used te aseess
e Tl qualibarively aisd giues an bdea o prevent the MI rick throagh
mieddical snmsuleEaniin gnd filkoe wp. The EE-CVD rib Sorie 8 s wing-
Bieiisi Fiskl doore to predict capdiownsodiar events In shsts utilicdeg
only geif-reportad infromation without meed for furtier Teboeateny
or pluesdiall cxamiabhm dein, The ris sooe imdeded sl warlables;
Age, eew, 5 fedfraportid phiskdan disgresss of hypertesaion, disdwres
medlinis, stoking asd Eamdly history of premsbere Ml gl bad a
similar predicee perfoomsince o the guideing-recsmmenided AA0VD
risk sovee, The EECVD risk soone could b conily nsed by pliyshitms,

O3
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Fis

o CLLEGEOF

cipeilifly ot primacy care, o ssscw rslk ol patients sad gakds
thevapeutic dey s reguading statis hepajmng

METHODS

Thi ey was 3 prosgecthe oheervanioml @y, appreeed by e
Instiuiional Fdilrs Cosunimes, nd comducied T ssesy the B risk

tm clividuals with varlens pibemeend, loeling tn precipitate hears
aitacie. Thi dets wo e collected for & mooasths froom [ameary to Juine 2024,
The puafents whoe were ptressiing oo the candiovemaulor dial general
medkipe departments with poteatial rek Teten were indaded Inw
the study b ssess M e anldiig Bamy CVD (EZ-CVD) risk aesraament
bl anal fllossd By coureeling to aveld Fonther comgdications and
13 miskpdic mortlity rate and Inprove heaksrclatod quslisy of 1
areng the paticnts,

Risk assemsment bool

BE-CUD risk anpcsamient Tl posscss sis questions. [which mclude
age, gender sty of dkbetes, high blood pressare, swoling, @
Earwiily' hctinry of hrart aftack at age &1 or poangar ] and eveluateg the
rink twcugh sellareported seoring meth o, The risk i psessed based
o the scowe poind€ [TThe sonre s giv or meae poines; the patients are
cumabdimid 1 hooe higther ik for fibare caslivnasoulay diveess ard
sl rece ve appropriate provestative therag

Teata codlaction

Before comdurcting Hie studp, O wriltten infamed corsen was mlken
mid the toral sudy procedure was exglained o the petients. Only the
paties, agtiad o e conaent, were Indaded o the soudy by wliog
thelr malevant nfermation e demographlc details, beoart sogeries,
mental smEus, ohese, @voloble, smoking, maedise disezse, and ather
actieities which were ollroted in the patient data collecton Form By
P Difervew,

The curilled petierts were applied with BTS00 Flsl asse sarseil Toal
that pesesses wx qeesrions (which Incloibe aga. peodier, histoay aof
itz s, bkt bdvwd paesin i, s s ing, and Gamily sy af hrartarmack
& e 60 af Fuuhges oo cndeale thelr rigk Hurongh setfreparted woucing
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ARSTRACT

S ol sfndrvene (53] 18 on aocte Nie-tirearening cond @i L 05% of case pegerts, drugs were found i be an frsgeoatint canss for the
ivelopuient 0F Sk About 100 drugs bave been idewmtified i cavers of 35, Yery fw reports were pahlished on diclfmna-iodeosd 515 The Boilence
rile of S45 48 approesately 12 70000 i ividuas with hemen insminodsflciency vines Inthis cee report we pressnta 8w ar-ald fervale developed

18 after mking of dichdenac tahlecs,

Kaywairds: Steve pg-lolinson myndrome, DS ofenac, Human [ns oo defclescy vims palens
— —

INTROEICTICN

Sievengelohnsoy gyislovese [3)5] is a rare bar very serkeas disorder
of akin winl mucers memhranes It s psaally § reation die e g
medlicati m nr doe o an mfection. Diteq, 1SS, parie il ecpe tenmes s
lke sy mipboms, Bolboreed by pardnPel ped of gl ish rasd Shat sprcads
amdl bisters, This & baber followsd by e bop Bver of the alfected sin
e i avad e (018 consilered as an acute |l eaten ng oomdidm
and o menlical eimerpeacy and regeines hicpitalizasion, Elirsdraring
the urdeilying cavse, contoling i spmprides, and minimising
onmplliationg wers the alin of ghe tesfrient, In S)5 Tecovery
i weehs M Months, deperding on tee severity of the patient’s
funiivian fi],

In 55% of the 815 cases, dregs are ao ldemiBed as the §importnt
catise [2]. Infectinns ar @ Conshinetion of Tnfictbors and drogs have also
Eeeen sepoited o the stinlogy of the gyndrome [3), A per cse repims
and stadies, more tham 164 dosgs have beon idesmifed @ s of
519 [%5]: In huvam msmrnndeficengy v (HIV] Casrd, the (ncidemos
rate of S35 weas reckinied a8 L0000 HIV cases fo} Althuugh nons
weioila| anisnlsmmatory drugs (NEASDS] are 2 rare caee of 5[5 s
inilults, thess risks may mot be greeed. Tiee risk i mch Bigher in older
et b, woorsen 2 (PRemanis i omised jerieas [7],

CASE REPONHT

A SB-yvar-old Temale patient come to oar hospital with codegdainds
of meaddiple meshes an sim all oeer dher Beosdy bumming senastion i@ the
oral covity, and lips. She o knewn cae of HIV soquirsd imnope
deficlency symabnosss st pn antiretrevinal terapy shwe 2 yeas (o
physical mmmination, [eslons were chscrved an Ber lips, Mo of the
mouth, @i the saorboe of the egue, Tn sWitoe, she had reddish
besiceres alll o e Bl il y well a an the wpper By, Al ol thesy
ey seatiiing supparted the daguosts of 512 [Fig 1), by tekig,
clinical examinsion, serdogval west, and bamsridogioal oulture tests
were 2k coaniEried T e ol DRt Grises of S5,

The patienl history suggesrs that she bog tved dwlofenac tablets 50 mg
For £he [RSE 3 weeekd o treak her severe body pedrs ook the pediciton
ag ove-the=cpuntsg Itws her sslf-medicafion DickoEnar il weis
diguntmmied and sharted with IV desrsethascdd, cial levocetinizine,
aral deigyryeling, ehlammphening o divp, and hebabine mwathwasly
alimg with salbubapsd pebolication for her breabulesness in e
liespienl Thiging the tresfment pevicd, the patiant's leslons wee

meoisinred dhsely alter she got advinted 1o the hosgpinsl, Adfter § duys,
leshnis weis shasted 1o disappear aesd after 1 weooks, she was heded
with cutammuid ainl Mol uloers, The patient wes recosnsd
Eticeexs Ty and gor gl yed

CHSCLSSI0N

Im 1922, Stevens and Johnsan dewcrdad T il ustbentioof ¥ and B years
olid, whe deveboped etranylivarny genemlized sraption with fever and
infaimed Buccd muciss [TR). Mumeros shidies live Showe Bt
At drug] FegTh Felaled Tll:l'!lpﬂiﬂ ST i AT op 10 ol the
tota] muinlsd of hvs it admissions [ )

55 i Mregqaendly sesocisied with drag wee. More than 103 drags haow
been asmaiated with the developinent of 58 dutt B reperted as a
shngle case repart ar retvocpective dhidies, Thive most dusses of dregs
Tesgeoresibibe for 5]S are anliniroldals, HEALDS, and anti-epilepric drugs,
Caunsing 515 in dewwmnding order of frequency ane cephalisporing,
dindonet,  ambepeniciliing, teracpdines, macnol@le  Unkikarole
anktfangel s, and antonulbsanrs [phenchabaet, plaemmdn, valprol
ackd, carbaimanepdne, arad lnemigioe ], aml then RRAIOS [esperially
pdrooicani | allipurinn, wsd gthers ure ksown o canse 55, Aomg
MEAIDs, peibagete nd wis Bound the mostcommon causealskin reacriogg
| lmdbun srodies [330] Fathermore, wlproic ackd, MSAIDs. and
metnminephen were slgaificantly s et wich 55 in Gildren 115
8% bx 2 severs odverse dnug Teaction charscteriosd by widéspread
lesiuns affecring thee eypes, Paaith, Mryo, ey esophages. skin, and
gl |Ealmost i iral munnaa [7,52]

Por oveilapping S15 (when 15-3009) budy surface area livobvement:
el K ] vk ¢t 6 NSAID 5 nchas pirooicam, e |oackeam, teniniu,
enil mulfonamide are meet comamealy impdicatad to ciass 5] in the
United Stsbes and othier westira patkese In eontmat, allopurized has
o] .I'!'Flﬂnl.‘bld. a5 e wedt canminn offegeling ageiit in the Suitheast
Asian nstion [13],

In ehis casa, didakpoic sodmm was found o be ag cause for 515 hased
e parieit’s recent medication consumpsion lemong The caraliny
sevemnmenk of diclolfenac-indwced 819, bn dnis cace, was dong, The scares
om W probability scabe and Haanjos sigges st the event was
peelhle. To rewdve e 518 grmipiosis, pefleat will be recommended
with o plial silver mitrwe 0.5 of diberbekbine (0050 nbag with oral
anst Riirrtes oo et shin Db gl 1o prevent secondary infermions (7]
In rthis patiead, oral dogpgodiee, betadine  moutheash  aml
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Meedication administration errors account fior 34% of all madkcation emors and idenified a5 one of the imporiart raasons for patients’ morbidity
and morality. NPSA slalislics show that 59.5% of madication smors cccur duing the administration stage. Thus identifving and resaiving the
administralicn armors will improvo the patient care and decraases the health care costs. Mational Coardinating Council for Medicalion Ermor
Aeporting and Prevention (NGC MERP) taxonomy was used 1o analysa the frequency, types, sowarity and factors responsibla for medicalinn
adminigtralion anors. The findings of the shudy reveal that the frequancy of mecication adminisiation errors is 15.34%, omission emors
(33.02%), inpropar dasa (17437} and wrang fime (12.84%) erors were the major types of emars occurmed and the majarity admintsiralion
ermors batonged to categoty G (112), B (46) and D (35). Frequent inferruptions and distraclions, lack of communication between health cane
professionals, peformance deficit and work stress on duly nurses & identified 25 major factars responaible for sdmindstiation ems,

Keywords: Medicalian Adminisiration Errars (MAES), National Coordinating Council for Medication Emar Reparting (NCC MERP) taxonamy,

Nalional Pafiant Safety Agency (NPSA) and Patient Care,

INTRODUCTION

Medication use in hospitals is 8 complex process and depeids
on fuccessiul interection among healih care professionnls
functicning at different areas. Medication errars may occurat
Any stage of prescribing, documenting, dispensing.
preparstion, of administerntion.’ Medication errors may
contribute to morbidity, mortality and increased healils care
costs, © In 2007, National Patient Safety Agency (NPSA)
statislics shows that 59.3% of medication emrors sccur during
the administration seage’ Medication administrotion efrors
are defined as amy deviation from the pliysician's medication
oader as written on patient's trestment chart daring medication
administmlion fo patient.’ The plsn for administering a
medication beging with ideofifying the paticnt, the drug, the
dose. the route. ond the time' In 19935, the Mational
Coordinating Counezl for Medication Emor Reporting and
Prevention (NCC MERP) classified adminisiration ermors in
to wrong drug, wrong oot wrong dose, wrong patient.
wrong timing of drug administration, contro=indscated drug,
wrong site, wrong dosage foom, wrong infision rxte and
expared medication. Such errors may ocour imtentionally or

R Oren s or Do i e

18 _hh Dyt o Plarrssoy’ Practaes, 124 Dolsgs of
Eharrracp, Fid (hmenrnry, 3% Magar, biysces -1
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Ik onmall of Frismray Prasfis | Volema 4, | e 81 fpr-Jon B8Y

unimtentionally * The elderly, and mentally il patients are
particalarly mone susceplible ns they may be coofused, resist
medication admiosdration, physically weak and require
commiplex medicifion regimeid.” In a study conducted over a
period of three and half véars in UK at 2 psychiatric hospital,
the most frequent types of errons observied were the improper
dose, wreng drug, and dose oowssion.” The drugs often
assocuated with barmful svents of medication emrors in
pediatric patients include morphine, insulin, vancomycin,
potrssium chlonde, gertamicin, ceftriaxone, and heparm.”

Inn additven o the markidity and morality, medication errars
abuo contribute to increased health care costa. The department
of health in UK. estimated the direct and indirect health care
expenditure dus to medication ermars as 2£ billion' In 175, an
American health care aystem estimatad the medicalion esrors
relnted expenditure as $37 billion per year.

Medication adminizration hes become more complex as a
result of the incrensing number of medications avnilable and
nesw roates of administration. Murse is comsidered as vl m
misdication administration process and the litesature review
states thal poar calculation comipetency of murses, poor
aditerence to protecels and poor knowledge of medications
nre the important rensons leading to medication

pdmiinistribion erors,”
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