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Abstract

Objective: To measure the prevalence of depression in patients with negriasis and t evahiate the relationship
betwaen tha severity of peorasis and depression and 42 eflect on patients' quakty of lie,

Methods: Atotal of 154 patients with & confinmed diagnosis of peoriasie wers assessedd ta dlaterming the saverity of
psoriaes based on the psoriasls ares and sewverily Index score, presence, and severity of deprassion using the patent

healih questionnaire 8, and quality of life using tha dermatol
used to damonstrate the refationship betwasn continuous

was taken 1o indicate statistical significance.

gy Iife quality index 10. Pearson correlation coefficient was
variables with 95% confidence intervals (Clsl; P < 0.00007

Results: The severity ol psoriasis was milc i 36.36% of patents, moderale in 25.97%, severa in 32,474, and very
severe in 5.20%. Of the 154 patients. 129 (90.3%) had depression: the severity of depression was mild in most affected
patients (46.7%) and sevare in 2.6% of patients. Psoriasis had a moderate effect an the quality of lifa i 37.01% of
patients and a very large effect in 33.77% of patieris. The severity of psoriasis was posively corelaled with depression
{Pearson correfation coatficient, =042, P=0.00001, 953 ) 0.28-0.54) and quality of life (r=0.43, P« 0.00001,

95% CI: 0.20-0.55),

Conclusion: Deprassion is a comman cormaorbidity in patients with psoriasis, The sevarily of psoviasis is positvely
correfaled with the severity of depresson and is associated with poor quakty of i,

Keywords: depression, dermatoiogy life quality index 10, patient health queslionnaire 9, paoniasis, psorigsis ares

and severity index =core

Introduction

Psorriasis is u chronic inflammarory dermatolngical condi-
non characrerized by ckin lesions coversd with whire or
silver scales,” with a strong genetic susceptibilice, and
complex antoimmune parhogenesis.’ Based on the lesiciny
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characreristics, psoriasis is mainly classificd inm owo rypes;
non-pustular psoriasis includes psorinsis volgaris, purmaee
psariasis, erythrodermic psoriasis, inverse psoriasis, and
psoriatic arthritis, while pustular psoniasis includes Van
Zumbusch psoriasis, imperigs herpenformis, and acro-
dermatitis continua of Hallopean,** A< PsOrisis 5 g
disorder with visible skin changes, it resulrs 1 physical,
emananal. and social burdens on the panienr.” Pariencs
with psoriasis often experience a signilicant decrease in
their emational wellbring and social functioning, adverse-
ly affecring their quabin of life.* ¥ A< resulr, patients wich
psoriasis have o high prevalence of psvchiaee morbidiges.
including sleep disorders, anxiery, and mase commonly
depression.'” A& depressed stare of mind has a negative
Impacton a patient’s healch by decreasing the adherence o
selfcare and medication, which consegquently leads o a
poor disease prognosis.""" In addinion, the onser and
course af depression in patients with psoriasis shows a
sLrTHig asseciation with systemic inflamnation, ' ' as there
s 2 neganive bidirectonal relationship between L‘t‘rrr:a-;iun
and inflammation in panents with psoriasis.” ™ The
ongoing inflammiation cawses physiologic and hiochemical
changes thar drive an increase in the levels Fimfammarory
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ABSTRACT

[1Z,1'Z)-N,

benzylidene)amino)pyrimidine- 2, 4-diyl)his(1-

N'-(5,6-bis{((E)-

A series af

phenylmethanamine] derivatives were prepared by the
reaction of tetraamino pyrimidine using various substituted
aldehydes. The synthesized tetraamino pyrimidine-Schiff
bases were evaluated for their possible antibacterial activity
using the nutrient agar cup-plate method and their
minimum inhibitory concentration [MIC)values were
talculated using the broth dilution method against four
different strains of bacteria ie., 5 aureus, B. subsites, E, coli,
and P. geruginosa. Compounds 111, &IV, exhibited the highest

antibacterial activity. All the synthesized compounds were

characterized by IR,'H NMR, and Mass spectral data.
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Based Chalcones: Synthesis, In Silico,
and In Vitro Cell Viability Studies
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Abstract—Coumarin is active pharmacophore: 1o enhance the activity of chaleone we inserled coumarin
along with other cyclic groups. Fewer pyrazolone aldehydes produced using Wills Macver Haack reaction by
grinding method. Tn alcoholic sodium hydroxide, cyelic ketones react with aldehydes to produce title com-
pounds. To treat the il cell a drug must be with a linker, anchoring group, and hydrophobic group. Herein,
the cnone group acts as a linker, the rings on both sides are connccted, onc side ring acts as the anchoring
group, and the other side ring acts as the hydrophobic group; anchoring, hydrophobic dual roles played by
coumarin ring. In this series, In silico studies results have shown that many compounds of this series potent
for anli-cancer activily along with other biological activitics, the In vitro cell viability studies of the series
shows that, chalcone (T), (VILI), and (TV) are having 1Cs, values 2,96, 2.97. and 2.87 WM against call 27 (or)
oral cancer cell line,

Keywords: aldehyvdes, ketones, chalcone, coumarins, MTT assay

Anchoring and Hydrophobic Nature of Coumarin in Newer Coumarin

* Department of Pharmaceutical Chemistry, Vaagdevi College of Pharmacy, Warangal, Telangana State. 506005 Tndia

THOI: 10.0134/5 1068162022030153

INTRODUCTION

Chalcones serves as the starting material for num-
ber of key biologival molecules. The biogenetic
antecedents of flavonoids and isoflavonoids, which
are plentiful in plants, are called chalcones [1]. Poly-
functionalized 3-benzylidenechromone-4 chalcone
contained a novel series prepared, among them the
majority of compounds have shown a pood immune
modulatory effect against various cancer cells and
compared with the standard drug etoposide [2]. One
molecule showed the highest (Tumor specificity) TS
and (Potency=Selectivity Expression) PSE vahies
among 13 chalcone derivatives, comparable to doxo-
rubicin and methotrexate, respectively. Chemical
modifications to the main molecule could be a viable
option for developing novel anticancer medicines [3].

Malaria is a leading cause of death in endemic areas
and the rise of drug-resistant parasites is conceming,
powerful plant products have been identified. The
synthesis of 10 chalcones with different substitutions,
and evaluation of their antimalarial activity using
chloroquine as a standard, reveals that cyloloxicity,
and influence on hemozoin production [4]. Many of
tocopherol-based compounds used for gene delivery

! Correspa nding author: e-mail; velidandi@vahoo.co.in.

since they were designed and synthesized by differing
in the head group region. Four distinct cell lines wers
tested for cytotoxity. The data is based on an average of
three tests and indicates percentage of viability, The
tocopherol-based heterocyelic  formulations per=
formed better in all four cell lines evaluated when
compared to {Lipofectamine-2000) L2K [5]. A one-
pot synthesis of newer 1,4-benzoxazine, 2, 4-oxadi-
azole hybrids prepared from propanenitrile, and dif-
ferent aromatic carboxylic acids. Tn vitro anti-cancer
activity of these compounds tested against four cancer
cellines compared with elaposide [6].

Fourteen coumarin-derived compounds prepared
and docking, molecular dynamics, and MM/GBSA
studies shows that the molecule binds to the active
rMAQ-B site [7]. For global cancer control, efforts to
develop a sustainable infrastructure for the spread of
cancer prevention measures and the provision of can-
cer care in transitioning nations are crucial [8]. On the
human hepatoma HepG2 cell line, the cytotoxicity of
the decoction and individual plant extracts were
assessed. The decoction has a substantial dose-depen-
dent cyloloxic action, according to the results of MTT
and SR B experiments [9]. Novel coumarin-pyridazine
hybrid compounds with different polarizability and
lipophilicity features were produced and evaluated
against the two MAO isoforms, MAO-A and MAOQ-B,
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FORMULATION AND EVALUATION OF PROPRANOLOL HYDROCHLORIDE ORAL

DISINTEGRATING TABLETS
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ABSTRACT: Background and purpose of the study: Propranolol hydro-
chloride beta-adrenergic receptor antagonist utilized in the treatment of high
blood pressure, atrial fibrillation, myocardial infarction, angina and migraine
headaches. The pharmacokinetic parameters make Propranolol hydrochloride
an appropriate candidate for oral disintegrating tablets. This work aims to
develop orally disintegrating tablets for Propranolol hydrochloride and o
evaluate their pre-compression, physicochemical properties and water
absorption ratio, disintegrating time, wetting time, in-vitro dispersion, time,
and in-vitro dissolution. Research rationale: To attain rapid disintegration,
dissolution/absorption, and further improving the bioavailability of the drug.
To resolve swallowing issues in geriatric, pediatric patients by rapid
disintegration in saliva and to treat high blood pressure, angina, atrial
fibrillation, myocardial infarction, migraine. Methods: Oral disintegrating
tablets prepared by dircct compression technique using super disintegrants
like Crospovidone, Croscarmellose sodium, Sodium starch glycolate, and
Pregelatinised starch in several concentrations. The prepared batches of
tablets were evaluated for pre-compression parameters and weight variation,
thickness, hardness, friability, drug content, wetting time, disintegrating
time, in-vitro dispersion time and in-vitro dissolution. The physicochemical
interaction between drug and excipients were investigated by Fourier
transform infrared spectroscopy. Results: Among the prepared formulations,
F3 {Crospovidone 6%) was optimized and shows the maximum cumulative
amount of drug release 97.05% in 14 min and disintegration time is 14,25
sec. Spectroscopic studies showed no evidence of interaction between the
drug and excipients. Conclusion: Propranolol orally disintegrating tablets
were found to possess faster disintegration time and drug release.

INTRODUCTION: Among the various routes of
drug delivery system oral route is the most
preferred route to the patient because of their
convenience in self-administration, pain avoidance,
and most significantly the patient compliance.

QUICK RESPONSE CODE

Do
10.13040/1IFSR.0975-8232.12(11). 5916-21

The srticle can be accessed online on
Wwnw ijpsr.com

However, people experience inconvenience in
swallowing conventional forms, such as when
waler is not available. To overcome this drawback,
a new drug delivery system has been developed
known as orally disintegrating tablets (ODT) '

US Food and Drug administration center for drug
evaluation and research (CDER) defines an ODT as
" A solid dosage form containing medicinal
substances, that disintegrates quickly, typically at
usually within a matter of seconds, once placed
upon the tongue”. ODT is that the most popular
route for low bioavailability as a result of the
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Synthesis and anticonvulsant activity of some 1,4-dihydropyridine derivatives
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A senies of  asymmelrical

4-alkylﬂ'anfl-lﬁ-dimcl.h*_i.-'l-3-N-tar}'l-'heterua.ryi}-c.u.rhanwl-ﬁ-eH’m:u},'ca:hnn}rl-] ;

4-dikydropyridines 3a-d and symmetrical 4-alkyliaryl-2,6-dimethyt-3,5-bis-{ethoxycarbonyl)- | 4-dihydropyridines 4a and
4b have been prepared by the condensation of various benzaldehydes, ethylaceinacetate, l-aminopyridine or p-loludine in
cthenol (Hantzch mcthod). The structures of all the synthesized 1.4-dibydropyridine derivatives have been eonfirmed by
spectral data (IR, "H NMR) and elemental analysis. Compotnds 3a-c, 4a and 4b (10 me/kg) have been evaluated for their
anticonvulsant effect against pentyleneretrazole- induved convulsions with phenytoin (4 mghkg) as the standard. The
anticonvulsant potential of the newly synthesized compounds have been assessed on the basis of inerease in latency (onset
time] to induce convulsions; decrease in number of convulsions and increase in lutency of death compared (o control and

standard.

Keywords: | 4-Dihydropyridine, Hantzsch method, pentylenctetrazole, anticonvulsant, synthesis

Convulsion is where the body muscles contract and
unwind quickly and over and again, bringing about a
wild shaking of the body'. In 1950's Bromide was
introduced as first true antiepileptic drug (AED). The
usage of Bromide has decreased in twenticth century
when Phenobarbitone was accidentally discovered to
be effective in suppressing seizures. Due to the side
effects, toxicity and teratogenic effects of current
antiepileptic drugs in the treatment of epilepsy, calcium
channel blockers as antiepileptic agents have recently
been considered’. There are considerable evidences
that calcium is an important factor for the induction of
epilepsy. Specifically, interesting seizure-instigating
administrators or frameworks cause a quick
intraneuronal union of calcium particles’. In particular,
unique seizure-inciting operators or systems cause a
fast intraneuronal convergence of calcium particles,
which is easily identified with the ensuing epileptiform
movement'. Conversely, calcium channel inhibitors
(1 4-dihydopyridines) are effective apainst the whole
range of convulsive procedures including electro,
pentylene  tetrazole, sound and pressure-induced
seizures. Nifedipine and other dihydropyridine
derivatives such as nimodipine, nitradipine, and
nisoldipine  (Figure 1) are potent blockers of the
calcium channels of smooth muscles and also bind with
high affinity to the brain membranes, hence can be
employed as anticpileptic agents™. Considering the

anticonvulsant potential of 1 4-dihydropyridines and
in continuation to our work™ on this scaffold herein
we report the synthesis and anticonvulsant activity of
4-alky/aryl-2 6-dimethyl-3-N-(aryl'heteroaryl)-carbomo

yl-5-ethoxycarbonyl-1 4-dihydropyridines 3a-d  and
4-alkylaryl-2 6-dimethyl-3,5-bis-(ethoxycarbonyl)-1,4-

dihydropyridines 4a and 4b (Scheme I).

Results and Discussion
N-{arylheteroaryl)acetoacetamide 2 was synthesized
from the reaction of p-toludine/2- aminopyridine and
ethylacetoacetate 1 using conventional and microwave
irradiation methods. In both the methods there was an
increase in yield with increase in concentration of
ethylacetoacetate  up  to 1:1.8  (p-toludine/
Z-aminopyridine: elhylacetoacetate), beyond which it
decreased. Hence this ratio where highest yield was

M M
H H
Wifedipine Misabdipin:
Figure | — Potent calciam channel blockers
Pl "g”ﬁ."l."'l-:"c"lr
yaal Loy 51506 001
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ABSTRACT

Objective: The prrpose of this research was to develop a fenoverine gastrorelentive drug delivery systerm which, faliowing oral administration should
harve the ability to enhance and proleng the perlod of gastvic residence time (GRD) with the desired in wirre release profile,

Methods: In the present study, fenoverine floating tablets were prepared using an elfervescent method using sodium bicarbonate and citric acid as
4 gas-generating agent, The tablets were formulated using direct compression technolegy using xanthan gum and sodium alginate as polymers, Pre-
enmpression powders were evalusted for angle of repose, bullk density, tapped density, Carr's indes, #nd Hausner's ratlo, and the prepared tablets
were evaluated for weight variation, thickness, diameter, hardiess, friability, drug content, loating g time, total fosting ime, and in vitrs dissalution
studies. The formulations were aptimized for the different concentrations of xanthan gum, sodiom alginate, and their combinations.

Results: All the prepared formulations showed well in vitr buoyancy, The tablets remained buoyant for 6-12 k. The in vliro drug-release pattern
of fenoverine floating tablets was adapted to different Kinetic models with the highest regression to zero-ordar and Korsmeyer-Peppas, and the
mechani=m was found to be a Fickian mechanizm.

Conclusion: Out of all the fsrmulations prepared, in vitro dissolution studies of the F4 formulation were found to be maximum than sthet batches,
which exhibited desired sustained release time followed by acceptahle Aoating properties.

Keywords: Fenovering, Gastric residence time, Effervescent method, Buavancy, Floating properties,

€1 2021 The Authors. Published by Tnnovare Academic Sciences Pyt Ltd, This is an open access anticle under the CC BY license (hitp: { fereativecommuons.org/
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INTRODUCTION

The vral route is the most appropriate and widely used route for
the delivery of drugs to the systemic circulation. This route has high
acceptahility for patients, particularly due to ease of admintstrazion.
Over the years, oral dosage forms have become Increasingly world-
wize in the pharmaceutical field, with controlled release drug delivery
(CRDOE]) systems that release the drug at a predetermined, predictable,
and controlled rate playing a major vole [1]. The main imperative for
the successful action of vral conbrolled drug dellvery systems was
te have good drug absorption throughoust the gastrointestinal tract
[GIT}. The mast preferahle approach of oral controlled drug delivery
is gastroretentive dreg delivery systen, where the dosage form can
tefniain it the stomach for a prolonged period, thereby increasing the
gastric residence time (GRT) and targeting site-specific drug release
in the upper GIT for producing local or systemic effects. It is obtained
by retaining the dosage form in the stomach and by releasing It in a
controlled manner [2]. The following twao parameters are optimized
to develop sustainable orally controlled releasing drug delivery
systems that deliver a drug for the required duration for optimal
tredtment at a therapeutically efficlent range to a desirable place [3].
[a) Gastrointestinal transit modulation timse: To modulate the transit
time for GIT s0 that dosage (orm can be taken to or around the targer
ahsorption site and thus extend the tdme lmit for maximizing the
delivery of drugs. [b) Minimizing the elimination olthe fivst hepatic pass;
IF the drug to be given undergoes extensive first-pass hepatic remaoval,
preventive measwres should be developed to cither bypass or minimize
the extent of hepatic metabolism. The purpose of the work is o develop
drug delivery svstems of tenoverine in which after oral sdministration
should have the ability to prolong the gastric residence time with the
desired i vitro release profile. Fenoverine is an antispasmodic drug
used (o relieve muscle spasm, cramps associated with the stomach,
and abdominal pan assoclated with irriiable howel

Due to the shorter half-life of Fenovering [3-7 h) it requires frequent
daily dosing and its therapeutic use in chronic conditinns necessarily
invoives its formulation into a sustained release dosage farm[6]. It is
the maost suitable drug to be formulated a5 a Noating drug delivery
system as it helps in increasing the gastric residence time and helps to
have good contral over the fluctuations in plasma drog concentration,

MATERIALS AND METHODS

Materials

Fenoverine was obtalned as a gift sample from Eure drogs, sodlum
bicarbonate, xanthan gum, ond sedium alginate obtained from
Research-lah fine chem, Industries, cirre acud from HiMedia laboratory,
Tale from Sd fine-Chem Lid, magnesium stearate from Qualikems Fine
Chemicals ['wi, Lid, and Lactose frem Yarrow Chem products, all the
ingrediencs, and reagents used were of analytical grade.

Methods

Pre-formulation studies

Predormulation studies are carried aut to know and understand the
physical and chemical hehavior of a drug and also to know the drug-
exclplent compatibtlity using FTIR,

Solubility studizs
Enlubility was determined by weighing accurately 1 g of e drug
amd transfereing it into 5 different 10 ml velumetric fasls containing
different solvents [water, ethanol, methanol, DEM, and 0N HCH),
respectively [&].

FTIR stuies
It is aften wged to bdentify organic, inorganic, and polymeric materials
present in the desage fprm, analyse pure drug farmulatinns, palymer,
atrd dltlg~1naded p-lﬂ_}:l__lﬁ_ iEetions, a5 well as functional group
= e prarme®
\e E’F O vs0e 00t
'1. Gﬂ' r\uﬂ'
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ABSTRACT

The purpose of this research was w develop gastro-retentive dneg delivery svsem of Valacychovir
bvdrochiorics 1 prolong gastric sesidence time with desived in vito release profile. Valacyelovie
h}'ﬂml.‘ﬂl:ll'idt 5 an Anti-vical drug with |1|¥h .-{n||,||'||:|illl_|.- n gp.s.lrii,; |11 I, In the present '{.Il,ll':r'l 'ﬂlar:r'g'[nl,'ir
kydrochloride floating tablets were prepared by effervescence method usig sodium bicarbonate and citric
acid o= 2 gos generating agent. The wbles were formulaed using direo compression method using polyimers
like HPMOC K 15M, HFMC E100M, Xanthan gum and Sochum afgmate. Pre-compression parameters such
as for angle of reposc. butk density, tapped density and hawsser's rstso whereas the prepared tablets were
cvalunted for weight variation, thickness, hordness, frighility, drug content. Neating lag tme. otal Mhaating
timme, 0 vito disselution study and in vive radiographic studies, FT-1R and DSC siudies clucidated the
compatitulity of the erI.g with the polvimcers and other c.\cl;;ir!i\:nl.}. used i the :ﬂﬂd::. . I Vitro releise studics
of the prepared tablets depicted to follow Zere order kinctics with B2 value of §.941 and Fickian diffusion
shere o valse < 0,5 and foend to b the mon mechanizm of drog release. The monufactuning procedure
wis found 1o be reproducible amd formsulations were stuble afler one month ol accelenoed stabihity studies,

1. Introduction

Oiral rowre s considered as the most common oute of administration for
drug delvery [1]. Effective-oral drog delivery maw depend apon the factors
such as gasiric emplying process, gastroimiestinal wmnsit tme of dosoge
fosrm, drug release from the dosage form and site of ahsemuon of dogs (2],
Mdaast of the oral dosage forms saffer from several phiveioloeical limitations
such a8 vamable gastromntestinal transit, vanable gastric empiyving time,
nosi-uniform absorpuon profiles, incomplete dmg release and sharter
residence time of dosage form in stomach [3].

As o result, drugs with absorption window in the upper pan of the smil|
intestine undergo meompleie absorption 4] Hence a beneficial delivery
system would be oie which pussesses the abilily i conirol and prolong the
gasirie empdying Lime and can deliver drues in higher concentrations to the
absorplion site Lo upper pan of e small intesine [ 5], Gastrie retention ol

* Currespondury amtbor, Tel: +91 7093523132,
E-mail address: myanithoutreddy 2K ammil com

drugs 15 one of the approsches used o the prolongation of gastric retention
time with suitable therepeutic activity [6).

Valacyelower Hydrochloride 18 an anti- viral doug used commanly i the
treatiment of infections caused by Herpes vinis [7]. Valacyclovie HO
comverts i acyclovir with L-valine by first-pass metabolisi [8]. Plasma
conceniranons of wnconveried valacyclovir are low with  imnsient,
generully beeoming non-guantifiable by 3 hours after administration, Peak
plasma valaevelovie cemiations are gencrally less than 0.5 meg/mL at all
dhozes [9].

Vidacyclovie hydroconchlonde is suitable for floating drug delivery systom
as it undergoes hepatic metabolism  which hinders with the  oral
bioavailabilicy of the drug. [t also has muliple dosage scriviey for o day
that maintains stable drug plasma concentrateen | 10].
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Abstract

Hence, they could be considered P-gp inhibitors.

Background: 5ix different metal complexes of guercetin (Cu, Zn, Co, Vid, Mo, Ni) were synthesized, purified, and
characterized by their physical and spectral (UV, IR) data. They were evaluated for their P-gp (permeability
glycoprotein) inhibitary activity by in vitro everted sac method in rats. The apparent permeability of atorvastatin (P-
gp substrate) from everted sac of the rat intestine was determined in control, standard (verapamil), and groups
treated with quercetin-metal complexes. The drug contents were analyzed by validated RP-HPLC method using a
mixture of acetenitrile and water (60:40 v/v) adjusted to pH 2.8 with phosphate buffer as mobile phase.

Results: In vitro studies revealed that the apparent permeability of atervastatin (P-qp substrate) across the small
intestine Is much affected by the treatment with Cu/Co/Ni complexes of quercetin, The mean + SO and apparent
permeability of atarvastatin decreased after pre-treatment with these metal complexes.

Conclusions: The quercetin Cu/Co/Ni complexes could inhibit P-gp and increase the atorvastatin absorption.

Keywords: Quercetin, Metal complexes, Atorvastatin, P-gp, Inhibitars, P-glycoprotein

Background

Cancer is a dreadful disease, killing a large number of the
population worldwide. More than 100 different types of
caneer are reported to affect humans [1, 2], Chemotherapy
is widely used for cancer treatment but it is hindered
muostly due to the resistance of tumor cells to anticancer
drugs [3, 4]. Several mechanisms underlying drug resist-
ance were identified. Increased efflux of drugs by cancer-
ous cells, due to over expression of membrane transporter
proteins (efflux pumps) is one of the major mechanisms
documented, P-glycoprotein (P-gp) is the first discovered
multidrug transporter that pumps drugs out of umor
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cells, resulting in decreased intracellular drug concentra-
tions and thus reducing the efficacy of drugs [5). It is
present in several normal tissues like intestinal lining epi-
thelium, endothelial cells, and bone marrow,

Quercetin (Q) is a major naturally occurring flavonoid,
belonging to the class of flavenols. It is ubiguitously
found in a wide variety of plant products like coffee, tea,
dyes, vegetables, and fruits [6]. The beneficial effects of
quercetin are mostly due to its free radical scavenging or
antioxidant property and its ability to chelate metal jons
(Fe** and Fe™, Cu™, Ni**) [7-12]. Quercetin and some
of its metal complexes displayed various biological ac-
tions such as antimicrobial, antiulcer, antiallergic, anti-
Alzheimer’s, and anticancer [13—18]. Tt was reported that
quercetin could competitively inhibit the members of
MDR family, P-gp, MRP1, and BCRP [19-23]. But, hith-
erto, there are no reports on the P-gp inhibitory activity
of quercetin-metal complexes. In this regard, the present
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Abstract:

Development of UV method for simultaneous estimation of Olmesartan Medoxomil development was done by
(Q-Absorbance ratio method and area under curve method and stability indicating studies using methanol as
solvent. Most of the studies are not well validated and not cross validated by other methodology. Here we have
made an attempt to develop a simple, specific, accurate, precise and reproducible method for the simultaneous
estimation of hydrochlorothiazide and OLM in combined dosage form by UV spectrophotometric method, the
method includes area under curve method (Method 1) and Q- absorbance Ratio method (Method IT). The
wavelengths are 243 nm and 272 nm Ay, of both the drugs were selected for Method 1. and for Q- absorbance
Ratio method (Method II) 250 nim an isoabsorptive wavelength and 272 nm were selected for estimation of
Olmesartan Medoxomil and Hydrochlorothiazide respectively and The two drugs follow Beer's law over the
concentration range of 1-6 pg/ml.

The % recoveries of the both the drugs were found to be nearly 100 % representing the accuracy of the
proposed methods. LOD and LOQ values of OLM was found to be 0.400,0.403,0.407,0.400,0.403,0.407 at
different wavelengths 272nm, 250nm, 242nm and LOD LOQ values of HTZ were found to be 0,135, 0.133,
(0.182, 0410, 0.405, 0.550 at 272nm, 250nm, 242nm.

Validation of the proposed methods was carried out for its accuracy, precision, specificity and ruggedness

according to ICH guidelines. The proposed methods successfully applied in routine work for determination of

Olmesartan medoxomil and hydrur.:h!u;ﬁ{{ij‘_ﬁjﬁc in combined dosage form. < '
o R
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ABSTRACT

The purpose of ihis research was 1o develop gastro-reteniive drag delivery system ol Valacycbovir
hydrmchloride w prolong gastric residence time with desised i vitrn release peofile, Valacyelovie
hydmchloride s an Anti-viral drag with high solubility in gastne pH. In the present study, Valacyclovis
hydrochloride Moating tablsts were prcr.mn.'d by elferviewcence melhsd using sehium bicarbonate and citric
seid v & gus gencrating agent. The tblets were formubated using direct compression method using polvmers
like HPMC K15M, HPMC K100M, Xanthan pum and Sedium alginate. Pre-compression parameters such
s for angle of repose, bulk density, tipped density and hausner’s mtio wherens the prepared tblets were
evaluated for weaght vanation, thickness, hanldness, abilivy, drug content, Goatimg lag tme, towl Aoating
time, in vt dissolution study and in vivo rdiogrophie studics. FT-1R and DSC swdics clucidated the
compatibility ol the drug with the palymers and other excipients used in the study. In Vit release shudies
ol the prepared ablets d.erlitll.-d 1o follow Fera onfer kineties with B2 value of 0941 anmd Fickian diffusion
where n value is < 0.5 and found to be the main mechanism of drug release. The manufscnring procedures
wiks [oand Lo be reproducible and formulations were stable afier one month of acoclerated stability snubes,

1. Introduction

Crral ronte is considercd as the most common ronte of sdministration for
drug delivery [1]. Effective oral drug delivery may depend upon the factors
such as gasinic empiving proccess, gaswointestinal transit time of dosape
forvm, druy relesse from the dosege form amd site of sbsorption of drags [2].
Most of the oral dosage forms suffer trom several physiological hmitations
stich as variable gastrointestinal transit, variable gastric empiying time,
non-uniform absorption profiles. incomplete drug release and shorer
resudence nme of dosage form in stomach | 3]

As a resuly, drugs with abserption window in the upper pan of the small
mtestine undergo incomplete ahsorption [4]. Hence a beneficial delivery
sysiem would be one which possesses the ability 1o control and protong the
wastnc cmptying Lime and can deliver drogs i hugher concenlraiions to the
absorption site i.e. upper part of the simall intestne [5]. Gasteie retention of

* Cowrespording auther. Tel: 91 7093523132,
E-mail neldress: mjomichoutreddy 286 pmail . com

drugs 15 one of the approaches used in the proloagation of gastric rerention
time with sutable therapeunc acuvity [6),

Valscyclovir Hydrochlonde is an anti- virol drig wsed commonly in the
treatment of infections coused by Hemes wims 7). Valacyelovie HCI
converls o aeyclovie with L-valine by firsi-pass  melabolism 4], Plasma
concentrations  of unconvened valaeyelovie are low with  transient.
wenermlly becoming non-guantifiable by 3 hours afier administration. Peak
plasma valecyclovir eentrabions are penerally less than (.5 meg'ml. at all
doses [9].

Walaeyelovir hydrmconchlonde i< suitable for floating drag delivery system
a5 it uncergocs  hepatic metabelism which  hinders with the oral
bigavaalabsility of the drag, 1 also has muluple dosage sctvity for o dav
that mamtains stable drug plasma concentration | 103,

un'l 500 u'i“
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Context: Osteaarthritaz 10A] i3 the most prevalent musculoskeletal condition in the workd and is vhe most
cnmmon cause of foint disability in approximately 15% of the total wodd popalation. The seventy of the
disease increases with age. It can have adverse effects on mental stability and is associated with poor
clinical progmaosis,

A The aim of the study is 1o assess paychiatric variables (depression, znxiaty. and percened siross) in
geriatric patients diagnosed with OA based on radivgraphic evidence and the itemisi'questionis: from
questiommaires influencing their emotional instabilio

Sertiogs and Design: The prospective observational stwdy was conducted in 2 rermary care Mahaoma Gandhi
Mumuorial Hospital, Warangal.

Subjects and Methods: The study conducted for a period of & months and encompasses 158 elders with
different tvpes of OA. Standardized questivnnaies were used 1o adsiess povchiatric variables,

Statistical Apalvsis Used: Stitistical analvsis was conducted sing Mwosofl Excel 2019 and 184 558
Sratistics for Windows, Version 2200, (183 Corp, Armonk. NY, 1353,

Resulis: The results of Pillai's trace revealed the scores of depressinm and arxisty 25 severe and perceived
4rress as moderate. Linear togistic regression stepwise discinsed the order of ingludeed variables affecting
depression. anviery: and perceived stress based o their level of significance (P < 0.03).

Conclusion: The findings in our study exemplify a strong correlation between psvchiatie variables and 04,

Keywords: Amoety. depression. geriatric parients, ostecasthntis, perceived strass
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ABSTRACT: Background and purpose of the study: Propranclol hydro-
chloride beta-adrenergic receptor antagonist utilized in the treatment of high
blood pressure, atrial fibrillation, myocardial infarction, angina and migraine
headaches. The pharmacokinetic parameters make Propranolol hydrochloride
an appropriate candidate for oral disintegrating tablets. This work aims to
develop orally disintegrating tablets for Propranolol hydrochloride and to
evaluate their pre-compression, physicochemical properties and water
absorption ratio, disintegrating time, wetting time, in-vifro dispersion, time,
and in-viiro dissolution. Research rationale: To attain rapid disintcgration,
dissolution/absorption, and further improving the bicavailability of the drug.
To resolve swallowing issues in geriatric, pediatric patients by rapid
disintegration in saliva and to treat high blood pressure, angina, atrial
fibrillation, myocardial infarction, migraine. Methods: Oral disintegrating
tablets prepared by direct compression technique using super disintegrants
like Crospovidone, Croscarmellose sodium, Sodium starch glycolate, and
Pregelatinised starch in several concentrations. The prepared batches of
tablets were evaluated for pre-compression parameters and weight variation,
thickness, hardness, friability, drug content, wetting time, disintegrating
time, in-vitre dispersion time and fn-vitro dissolution. The physicochemical
interaction between drug and excipients were investigated by Fourier
transform infrared spectroscopy. Results: Among the prepared formulations,
F3 (Crospovidone 6%) was optimized and shows the maximum cumulative
amount of drug release 97.05% n 14 min and disintegration time is 14.25
sec. Spectroscopic studies showed no evidence of interaction between the
drug and excipients. Conclusion: Propranolol orally disintegrating tablets
were found to possess faster disintegration time and drug release.

INTRODUCTION: Among the various routes of
drug delivery system oral route is the most
preferred route to the patient because of their
convenience in self-administration, pain avoidance,
and most significantly the patient compliance.

QUICK RESPONSE CODE
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The article can be accessed online on
WWWLijpsr.com

However, people experience inconvenience in
swallowing conventional forms, such as when
water is not available. To overcome this drawback,
a new drug delivery system has been developed
known as orally disintegrating tablets (ODT) ',

US Food and Drug administration center for drug
evaluation and research (CDER) defings an ODT as
" A solid dosage form containing medicinal
substances, that disintegrates quickly, typically at
usually within a matter of seconds, once placed
upon the tongue”. ODT is that the most popular
route for low bicavailability as a result of the
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FORMULATION AND EVALUATION OF FENOVERINE FLOATING TABLETS
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ABSTRACT

Objective: The purpose of this research was to develop a fenoverine gastroretentive drug delivery syscem which, following nral administration should
Have the ability to enhance and prolong the period of gastric residence Gme [GRD] with the desived fo witre release profile,

Methods: In the present study, fenoverine foating tablets were prepared wsing an effervescent method vsing sodium blcarbunate and citric acid as
a gas-generating agent. The tablets were furmulated using direct compression technelogy using xanthan gum and sodium alginate as polymers, Pre-
compression powders were evaluated for angle of repose, bullk density, tapped density, Carr's index, and Hausner's ratin, and the prepared tablets
were evaluated for weight variation, thickness, diameter, hardness, frigbifity, drug content, Meating lag time, twtal Noeating Ume, and i vitro dissolution
studies. The formulations were optimized for the different concentrations of xanthan gum, sodivm alginate, and their combinarions,

Results: All the prepared femulations showed well i vitro buoyancy. The tablels remained buoyant for 6-12 b, The in vitro drug-release pattern
of fenoverine floating tablets was adapted to different kinetic models with the highest regrezsion m zero-order and Korsmeyer-Peppas, and the
mechanism was found to be a Fickian mechanism.

Conclusion: Out of all the formulations prepared, in vitro dissolution studies of the F4 formulation were found to be maximum than other batches,
which exhibited dezired sustained release thme followed by acceptable Auating propertics.

Keywords: Fenovering, Gastric residence time, Effervescent method, Buoyancy, Floating properties.

1 2021 The Authors, Published by Innovare Academic Sciences Pyt Ltd. This is an open access article under the CC BY license (hitp:f foreativecommons.org,/
licenses My /4007 DO betps/ Sldelorg /1022159 fajpre2021v1 41440999, jowrnal homepage: hitps:/ Sinnovareacademnicsin Jourmals /index.php fajpor

INTRODUCTION

The vral route is the most appropriate and widely used toute for
the delivery of drugs to the systemic circulation, Thig route has high
acceptability for patients, particularly due to ease of administration,
Over the years, oral dosage forms have hecame increasingly world-
wise in the pharmaceutical field, with controlled release drug delivery
[CRDDS] systems that release the drug ata predetermined, predictable,
and controlled rate playing a major role [1]. The main imperative for
the successful action of oral controlled drug delivery systems was
to have good drug absorption throughout the gastrointestinal tract
[GIT). The maost preferable approach of oral controlled drug delivery
is pastroretentive drug delivery system, where the dosage form con
remain in the stomach for a prolonged period, therely increasing the
pastric residence time [GRT] and targeting site-specific drug release
in the upper GIT for producing local or systemic effects: It is obtalned
by retaining the dosage form in the stomach and by releasing it in a
controlled manner [2]. The following two parameters are optimized
to develop sustainable orally contrefled releasing drug  delivery
systems that deliver & drog for the required duration for optimal
treatment al & therapeutically efficient range to a desirmble place [3].
[a) Gastromtestingl Lrapsit modulation time: To modulate the transit
time for GIT so that dosage form can be taken o or around the target
ahsorption site and thus extend the time limic for maximizing the
delivery ofdrugs, (b) Minimizing the elimination of the first hepatic pass:
If the drug to be given undergoes extensive Nirst-pass hepatic removal,
preventive measures should be developed to either bypass o minlmlze
the extent of hepatic metabalism. The purpose of the work is oo develop
dirug delivery systems of fenoverine in which after oral administration
should have the ability 1o prolong the gastric residence thme with the
desired fn vitro release profile. Fenoverine i an antispasmadic drug
wsedd o relleve muscle spasm, cramps associated with the stomach,
and abdominal pain assoclated with leeltable bowel synd

Due to the shorter hal-life of Fenoverine {5-7 b} it requires Rrequent
daily dosing and its therapeutic use in chronic conditions necessarily
invalves its formulation into a sustamed release dosage form[6]. It is
the most suitable drug to be formulated as o floating drug delivery
swatein @% it helps in increasing the gastric residence time and helps to
hawe pood contral over the Ructoations in plasma drug concencration.

MATERIALS AND METHODS

Materials

Fenavering was obtained as a gift sample from Euro dregs, sodium
bicarbonate, xanthan gum, and sodium alginate obtained from
Research-lab fine chem. Industries, citvic acid from HiMedia leboratory,
Tale trom 5d fine-Chem Led, magnesium stearate from Qualikeins Fine
Chemicals Pot. Lid, #nd Lactose from Yarrow Chem produces, all the
ingredients, and reagents used were of analytical grade.

Methods

Prefarmulation studies

Pre-formulation studies are carried out to know and understand the
physical and chemical behavior of a drug and alsa o lnow the drug-
exciplent compatibility using FTIR.

Solubility studies

Solubility was determined by weighing accurately 1 g of the drog
and transferring It into 3 differcnt 10 ml volumetric flasks containing
different solvents [water, ethanol, methancl, DEM, and 01N HECI),
respactively [/].

FTIR studies

It ks often used o (deatife organic, inorganic, and polymeric materials
present in the dosage form, analyse pure deog formulations, polymer,
and drug-loaded polymer formulations, as well as functlonal proup
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Abstract

Aim & Background: Ornidazole an antimicrobial drug used to treat certain types of vaginal, urinary
tract, and interstitial infections. The objective of this study is to formulate and evaluate the dental
inserts by using drug candidate to sustained release of drug to improve patient compliance, reduce
dosing frequency, better therapeutic efficacy and fewer side effects, redure the risk of dose dumping
as well as also to avaid the first-pass metabelism,

Materials & method: The dental inserts were prepared using various palymers and in combination
with the different ratios of polymers, The evaluation parameters like thickness, drug content, content
unifarmity, meisture reuptake, weight variation, swelling studies, and ercsion studies of the optimized
inserts were studied. The in-viva studies were conducted for determining the reduction of pocket
depth in human volunteers,

Results: The system containing ethylcellulose and hydrasyl methyl propyl cellulose K100M {4:1)
Tormulation F6 was optimized because drug release was sustained up to 120 hrs with respect ta other
farmulations, Optimized formulation follows first-order kinetics and Peppas release kinetics via fickian
diffusicn, There was no swelling, itching, Irritation and the reduction of packet depth was absorbed in
in-vivo studies

Conclusion: The siudy concluded that dental inserts can extend the release of Ornidazels for many
haurs alsa enhanced bioavailability, further it 2lso helps in 2voiding the first-pass effact The
chservations of in vivo studies were. there was no itching, irritation, swelling, and reductian in packet
depth was observed.

Keywords: Anaerobic bacteria, Enhanced bioavailability; Ethylcellulose; Intra pocket drug delivery;
Minimum inhibitery concentration; Pericdontal Disease; Pocket depth; Sustained-refease,

Copyright'© Bentham Science Publishers, For any querles, please emall a1 epub@benthamscience.net
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Synthesis, characterization and evaluation of new thiazole derivatives as
anthelmintic agents
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A series of J-amino substituted d-phenyl thinzale derivatives has been synthesized by the conventional method. The
thinzole derivatives have been symihesized by three sieps. The obtained five derivatives have been purified by
recrystallization process by using methanol as solvent and column chromatography [[Vd Compound] ard have been
characterized by melting point, TLC. FTIR, "H NMR and mass spectral data. All the five derivasives have been evaluated
using in sifico studics by using different softwares (Lipinski's Rule of 5, OSIRIS molecular property explorer, Molsofi
melecular property explorer, PASS and docking siudies). These compounds have then been evalusted for anthelmintic
activity against Indian adult earth worms (Phervtima pustuma). All the compounds show significant anthelmintic activity.
The campound 1Ve and Ve are shown to be potent compounds when compared with the standard drug {Mchendazole).
Malecular docking studics have puided and prove the biological activity of the svthesised compounds against beta whulin

protein { DOJ0).

Keywords: Anthelmintic sctivity, Pheverima pastuma. molecular docking, thinzole derivatives, f-tubiilin protcin

Helminthic infections are one of the World’s long
standing health problems in humans and domestic
animals. We can recognize many of the characteristic
clinical featres of helminthes infections from the
ancient writings of Hippocrates, Egyptian medical
papyri, and the Bible. In recent past, several reports of
failures in the treatment of human helminthes have
been published and suspected for anthelmintic
resistance (AR). AR is the most important disease
problem faced by sheep-farming industry in Australia,
South Africa. Even multiple-drug resistance is not
uncommon in helminthes of veterinary importance.
Helminthes are resistant to all available broad
spectrum anthelmintics'™, Considering the fact of AR,
its potential threat and potential anthelmintic activity
of thiazole derivatives, it was planned to synthesize
new thiazole derivatives as anthelmintic drugs.
Thiazole is a five-membered heterocyclic ring with
nitrogen  and  sulfur atom. Thiazole and related
compounds are called 1,3-azoles (nitrogen and one other
heteroatom in a five- membered ring). They are isomeric
with the I,2-azoles. containing nitrogen and sulfur atoms
called isothiazole. Thiazole itself is a clear to pale
yellow liguid with a boiling point of 116-118°C. Is
specific gravity is 1.2 and it is sparingly soluble in water,
It is soluble in alcohol and cther”. Thiazole is an

o

aromatic ring on the basis of delocalization of a lone pair
of electrons from the sulfur atom. The resonance forms
of thiazole are shown in Schemel. The thiazoles
synthesized by using ditferent techniques are from
haloketones using halogen and thiourea’, using NBS and
thiourea®, using oxidizing agent’, using tormamide
disulfide  dihydrobromide',  from  e-haloketones'
{Scheme 1).

Experimental Section

Chemicals wsed for the synthetic work were
4-mcethyl acctophenone, Bromine (Br), hydrobromic
acid (HBr), glacial acetic acid, thioures, thionyl
chloride (SOCI,), acetonitrile, acetyl chloride, chloro
acetic acid, ethyl chloro formate, 4-chloro aniline,
benzoyl chloride.

All the reactions were performed in the dried Borosil
glass beakers. round bottomed [lasks, conical flasks.
Precoated silica gel plates (Merck) were used for TLC to
monitor progress of the reaction. Compounds melting
points were determined by capillary method and are
uncorrected,  JASCO UV chamber was used for
detection of spots in TLC, IR spectra were recorded on
Bruker FTIR spectrometer. 'H NMR spectra were
recorded  on Bruker-400MHz  spectrometer  using
DMSO-dy, as solvent. The chemical shifi data were
expressed as values relative o TMS in 6 (ppm).
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Cefotaxime Induced Staphylococcal
Scalded Skin Syndrome: A Case Report
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ABSTRACT

Staphylococcal scaldad skin syndrome (S855) 8 as well called as Ritter von Ritlerschein disease, Lyell disease,
Ritter disease and staphylococcal necrolysis of the epidermis, Mare common in necnales and children of age less
than five years and are at a greater risk of 5555, To fight against S555, children should attain lifetime immunity in
tha form of antibodies against exoloxns of staphylococcal strains. Symptoms include fever and rednass on fhe overall
surface of skin. Within 24-48n. fluid-filled blisters appear on the body. We mepor 8 case of 2 years old male child
developad SS55 after travenous administration of Cefotaxime.

Koy words: Staphylococeal scalded skin syndrome. Immunity, Exotoxins, Cetotaxime, Exfoliative. Cephalosporing,
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Safety and Efficacy of Streptokinase, Tenecteplase, and
Reteplase in Patients Diagnosed with ST-Elevation Myocardial
Infarction: A Comparative Study
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clectrocardiogram Elecirocardiogrami ECG pre and post thrombolysis, The secondary shjeotives were m aswess chest pain relief using
Sumericsl Pam H-Jlll\':: Seale score and also 1o compare the side eftiocis Ihlc.,‘du}i:, by porg b, g '|'|;|p]1:.'|;|;\‘,|5] us three drugs. Materials and
Methods: This study is s multiceninie, prospective. randomized, compamative stidy. This sndy was condiicred on 150 patients of STeclevation
myvacardial infarcbon adotted o e wards10CL- Imensive Coronary Care Unit, Diepantment of Cardiology. Mohaima Candin Memonal
Hespital aisd Rohing Superspecialiny Hospatal, They were selectively divided into three groaps. Group A consisted of paiients whe received
SK (50, Group B who received tenecteplise (300, and Group C whoe meeived retepiase (50). The siwdy period wos & menhs The follow-op
wis done in all the patents during thewr inhespatal iy, Results: Post thrombalbysis, reteplase. wenecieplase, and SK ed w mesn ST-Seomen
reduction of 648 = |9 77, 52 43 £ 35T, anad 26,97 £ 3100, respeaively. The comparison berween the thiee dnips res éalead o spmificam
difference "= 0003 Conclusion: This study concluded (o retephise 1o most efficacious 1 the resoluion of 51-chey anon and also zafer
than other thrombolviics used
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people died doe (o CAD in 260155 Nearly three million STEMI
cases are estinared 10 oceur in Tudia per vear. Cardiovescular
disgases are with the hoghesl mortahity mie in India accounting
for abaut 2 1% of the deaths i 200 0, wath 10%0 of overall deahs
oceurming due o CAD

INTRODUCTION

ST-glevation myocardial infarction (STEMI) 15 one of
the challenging proklems among acute coronory
symdromes''! STEMI is @ clinical syndrome choaracterized
by typical sympioms of mvocardial ischemia associned with

persistent electrocardiographic ST-clevation and subsequent  The ACC/AHA 2013 guidelings Tor he management of STEM|

release of mvocardinl necrotic momarkers, The Universal
Drefinition of Myocardial Infarction defined by the Furopean
Sociery of Cardiology/American College of Cardialogy
Foundation Amencan Heart Association { AHA P World Heart
Federetion Task Force is defined as mew SToelevition st the
point J in gt beast two contiguous leads of = 1.5 mm (013 my)
i wormen ar =2 mm (62 my) i men in leads V2=V and/
oraf =1 nun (0.1 m¥ i other camtignous chest leads or the
limb leads, &= characeristic of dwmgnostic ST-elevation in the
absence of defl ventricular |LV) hypenropls or I bundle
brusch block (LEBBB). Coronary ariery disease (CAD) is the
leading enuse of mortality worldwide. and over 7.4 nullion

Aceess this artizle onllne
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sugpest fibranolyic therpy when there is on anticimsted detay in
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Synthesis, characterization and evaluation of thiopyrimidine derivatives as
possible antimicrobial agents
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A series of new thiopyrimidine derivatives have been synthesized via the reaction of Chalcones 3a-¢ with thiourea o
give the comesponding pyrimidine thiomes 4a-c, S-alkylation of pyrimidine thiones have resulted in novel 4, 6-diaryl-2-alky
thiopyrimidine Sa-i derivatives. Molecular propertics like number of hydrogen bond accepiors, mumber of hydrogen bond
donors, volume, polar surface area, molar refractivity, number of rotatable bonds and drupg likeness for synthesized
compounds have been predicted by using different softwarcs such as Molinspiration, Molsofi and Chemskeich. The newly
synthesized 4.6-diaryl-2-alkyl thiopyrimidine derivatives Sa-i have been evaluated for their possible anti-microbial activity.
Compounds Sh, 5d and 5e have revealed significant activity against £ coli, P. oerugenosa (Gram +ve) and B, subeilfs,
5 gureus (Gram —ve) species while compounds 5a, 5¢, 5f- are moderately active as compared o the standard drug
Ciprofloxacin. Compounds 5S¢ and 5g show polent anti-fungal activity against Penicilfium species amongst the series in

comparison 1o the standard Fluconazole,

Keywords: Chalcone, thinpyrimiding, S-alkcylaton, molecular propertics, anti-microhizl

Pyrimidine is one of the most important heterocycles
exhibiting remarkable pharmacological activities. It
conlaing two nitrogen atoms al positions 1 and 3 of the
six-membered ring exhibiting a wide range of biological
activities. Numerous methods for the synthesis of
pyrimiding offer enormous scope in the field of
medicinal chemistry'”. Condensed pyrimidine derivatives
have been reported as anti-microbial, analgesic, anti-
viral, anti -inflammatory, anti- HIV, anti-tubercular,
anti-lumor, anli-ncoplastic, anti-malarial, diuretic,
cardiovascular agents and hypnotic drugs for the
nervous system, calcium-sensing receptor antagonists,
adenosine receptor antagonists, efe,’ Thiopyrimidines
{Figure 1} are broadly found in bioorganic and medicinal
chemistry with applications in drug discovery and
developmenis®, They are reporied lo possess broad
spectrim of biological activities such as antibacterial,
fungicidal, insecticidal, antihypertensive, tranguilizing,
analgesic, antidiabetic, anticancer, etc.™” Recent reports
revealed thiopyrimidine derivatives as platelet aggregation
inhibitors and as selective inhibitors of CDK2
transferase’,

Thus, in view of their biclogical potential and 1o
produce new molecules to combat the problem of
drug resistance in microbial imfections, some new

thiopyrimiding derivatives have been designed in the
present work based on our earlier studies on
thiopyrimidines®. Herein, we report the synthesis and
antimicrobial activity of some 4,6-diaryl-2-alkyl
thiopyrimidines Sa-i.

Results and Discussion
Chemistry

o, f-Unsaturated ketones (chalcones) 3a-c have been
prepared according w erossed aldol condensation by
condensing  aromatic/heteroaromatic  methyl  ketone
1 with different aromatic/heteroaromatic aldehydes 2
in dilute ethanolic sodium  hydroxide solution  at
RT. Reaction of appropriate chalcones 3a-c with
thiourea and sodium hydroxide in ethanol produced
thiopyrimidines 4a-c. S-alkylation of thiopyrimidines
da-¢ using appropriate alkyl halides in presence of
ethanolic sodium hydroxide solution wia mucleophilic
substitution  reaction  afforded  4,6-diaryl-2-alicyl
thiopyrimidines Sa-i (Scheme T).

Molecular Properties Prediction

Warious molecular properties  for  synthesized
compounds were predicted by using different
softwares such as Molinspiration, Mo and
Chemsketch”,
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Evaluation of Corticosteroid Use Pattern and Their Adverse
Effects in Patients Visiting the Dermatology Department of a
Fertiary Care Teaching Hospital in Warangal, India

Gogula Archana Reddy, Samreen Avecha, Masood Ali Sheema, Bandaru Sheshagir Sharvana Bhava,

Valupadas Chandrashekar!, Eggadi Venkalushwarlu

Depastment of Clmical Pharmacy and Pharm [, Yaugdew Colicge of Pharmacy, Kakatiya Unbveriaty, *General Medoine, Kakatya Medical

College (KMCHMahatma Gandhi Memaorial Mospidal, Warangal, Telangana, India

Abstract

Introdhuction: Curticosteroids have become a manstay of pharmacotherapy in dermatology because of ther
anti-inflamevatory and immunasuppressive properties. However. nususe and sudden vessation of thess drgs
may render 4 patient to develop numerous adverse effects (AEs) Adverse drug reactions (ADRs) are important
causes af mortality in both hospitalized and ambulatory patients. Early detection. evaluation. and monitaring of
ADRs are essential to reduce harm ro patients. Therefure, wo achieve optimaim benefit with the least AFs. safe snd
effectve wse of these agents is very crucial.

Objective: To examine the cortscosterond use patiem, 1o assess the frequency of misuse and the associated AEs
that are encourtered in dermatelogical practice.

Marerials and Methods: A prospectnve observarional study was conducted in the dermatelogy department of a
tertiary cate teaching hospital, Warangal for a peniod of siv months, All patients using at leest one corticostenaid
either topically or systemically were included in the stdy: Infommed congent was taken from patients,
Resules: A total of 151 participants were included in the study. Among them, 56% of females developed
ADRs eompared with males (44%), Among patients using topical corticosteroids [TCs), the most
frequently reported ADRs include facial erythema (7.31%), acne (17.07%), and hyperpizmentation of
the face (2.43%) The AEs associated with veal corticosternids include weighe gain (19.51%) and taema
carporis {19.5%).

Conchsion: Corticosternids have extreme importance in dematalogical practice: Howeves, inappropriate and
protomged wsers render a patient to develop several AES. Precise drug regimens and proper patient counseling
can help in minimizing and managing the AEs associated with inappropriate use,

Keywonds: Acne, corticosteroads, ervihema, hvperpizmentation, (aenia corpaiis

Koy Messaze: To prevent or mumags steiold-imdeced Als,
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Abstract

Al The om of present progeet work 15 toounderstand the sumdelmes and regulatory requirements for

investigational new drug ad development of new dnig
Objactives: The ohjoctive of current project ineluds

Meod of o new drog o investigote
Prew drug development farsets
Understmding the prapertics of new Jdug
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Regulatory reguirements Lo get approval of new dag,
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Introduction
Definition of an Investigational Product

ICH GCP defines an investigational product as. “A pharmaceutical form
of an active ingredient or placcbo being tested or used as a reférence i a
clinical wial” (ICH GCP 1330 Thes may include a marketed product that
is being used in a different form than the one it was approved for, or a
miarketcd product being used for an unapproved or new indication.

Definition of an Investigational New Drug

The Code of Federal Regulations (CFR) defines an investigational new
drug as: "a new drug or biological drug that is used in a clinical
investigation." In the US Food and Drug Administration (FDA)
reguliations. an investigational new drug is any substance (such as a drug,
vagging or other biological product) for which FDA approval is being
sought. A drug may be considered “new™ even if it has been in use for
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wears if o chonge s proposed in its use. formulation, route of
administration, use in padent population where risk would be increased,
or packaging. For example, vears ago the FDA approved a drug to treat
high blood pressure.

Drug discovery is o process. which aims ot ideniifying a compound
therapeutically useful in treating and cuning o disease, Tvpically a drup
discovery effort addresses a biological target that has been shown ta play
a role m the development of the disease or starts rom a8 molecule with
interesting hiological zetivities, The process of drug diseovery involves
the identification of candidaes, synthests, characterization, screening,
and assays for therapeutic cfficacy, Onee o compound bas shown is value
i these tests, o0 will begin the process of drig development prior o
chimical trials, [Prug discovery and development is an expensive process
due w the high costs of R&D and human clinical wsts. The average total
cost per drug development varies from USS 897 million 1o USS 1.9
billion. The typical development time s [0-15 years.

.r".lll"<'lll."|

The developing world sulfers the major burden of infectious disease, vet
the range of drugs available for the treatment of many infectious diseases
is limited. In the past most drogs have been discovered cither by
ientifying the active ingredient from  traditional remedies or by

Auctores Publishing - Valurme &(3-046 www auciosssonling org
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serendipitous discovery [1]. At present a new approach 15 being tried to
wirderstand how disease and infection are contralled a alecular and
phvsiological level and to target specific entir oirthis knowledge.
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Research Article

Formulation and In-vivo Studies of Clopidogrel by Self-nanoemulsifying
Drug Delivery System

Aparna Adella®, Shravan K. Yamsani

Depariment of Phormaceuticsm, Mewar University, Chittorgurh-312901, Rajasclan, Indi

ABSTRACT

A self-nano emulsifying drug delivery system |SMEDDS) has been explored to improve poorly water-
saluble drug clopidogrels solubility and dissolution rate. Different formulations were prepared asing oil,
surfactant, and co-surfactant in varying ratios. From the ternary phase diagram resultant formulacians
were investigated for clavity, phase separation, drug content, % bransmitlance, globule sice, reeze-thaw, in
vitro dissolution studies, particle size analysis, and zeta potential: Based on particle sie, zeta patential and
dissniution profile, and other studies, Fawas the best farmulstion of copidogrel SNEDDS, The particle size
of the optimized S8 EDDS formulation was found to be 5.2 om, and zeta potential was foasd to be -29 my
which complies with the requirement of the zeta potential for stability, The % release from optimized
SNENDS furmukation F6 was highest (98.95%) and faster than other SNEDDS formulztions and pure deug
substance {32%), indicating the influence of droplet size ¢n the dreg dissolution e FTIR data revealed
nn phvsicachemical internction between diug and excipients, v vive bicavailability studies were carried
ot on the optimized formulation (FG), mezn time o attain peak drog concentration (T, ] was 0.5 £ (.53
and 1.5 £ 0L72 minutes for the aplimized and pure drog, respectively, while means maximum drog
corcentration [(C. ) was 677 2 173 ngfinl and 2.10 £ 0.39 ng/ml respectively. AUC, | and AUC, , for
the oprimized formulation were significantly higher (p<0.05) 2005 # 248 ng.h /ol than the pure drog
{34 = L73 ng hymL, respectively. Thus, the resuits indicate clopidogrel with SMEDDS formulation may be
used by impreve solubilicy and diszolution rate for the effective management of heart disease
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due to poor solubility, low permeability, inadequate
binavailahility, and other poor biopharmaceutical
properties. SNEDDS formulations for poorly water-soluble
drugs have shownaconsiderable increase in solubilicy and
bioavailability. Clopidogrel, sold as the brand name Plavix
amang others, is used to reduce the risk of heart disease
and stroke in those at high risk.*5 The study's main
aim is toe formulate and evaluate the SNEDDS clopidogrel
formulation to improve its solubility and dissalution rate,

INTRODUCTION

Drugs with poor solubility are difficult to formulate by
applying conventional approaches as they pose prablems
such as the slow onset of action, poor aral bioavailability,
lack of dase proportionality, failure to achieve steady-
state plasma concentration, and undesirable side effects,
thus resulting in ever or under medication and poor
patient compliance.!!! These challenges can be overcome
by applving sell-nano emulsifying systems that offer
henefits like reduction in dose frequency, lowering of dose
size, site-specific targeting, enhanced permeability, and

MATERIALS AND METHODS

improvement in oral bioavailability.®! Nanotechnology is
a promising strategy in drug delivery systems, especially
for Lhose potenl drugs whose clinical development failed

Clopidogrel was obtained as a gift sample from Aurobindo
Pharma Limited, Hyderabad, Caprole acid, gelucire
44714, transcutal p and labrasol, sunflower ofl and
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