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B.STRACT.

Background: Although various factors depicting the mortality in-
drugresistant tuberculosis available there exist no concise data
- factors cohtribun'ng to mortality globally. The predictors for mo

Objectives: The study aimed to find the factors contributing to maq,
in multi drug-resistant tuberculosis in Warangal district of Telar:

Matérils ahd Methods: The prospective study ‘determinir;_
pred"u:.tors' of mortality in multidrug resistantpulmdnar',f :uberc'_ '
296. The follow-up of the patient-
conducted for twenty four months to determine the treatment out™
_Patienty’ mortality was noted from the hospital case sheets, rele
elimir
progtam supervisors, Auxiliary Nursing Midwifery in case of ds
home. Patients demography was denoted in number 3ng percer
Predictors for mortality determined using binary logistic regri,
analysis. The predictor variables significant with p<0.2 in univ -
yanalysis were considered for binary logistic regression analysi
the occurrence of event - mortality ar
Results: The predictors for mortality identified as low body v
of 16'~30kg (p=0.002; aOR=10.43); comorbids (p=0.002; aOR=,
severe 'razjiofogical manifestations at admission to hospital (p=t -
aOR=6.98) and incompliance to treatment (p=0.0Q01; a0R=s,,
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* ABSTRACT * v :
Background and Objective: The probability of the presence of risk factors and clinical outcomes in
mu‘ltidrug-'resistant pulmonary tuberculosis subjects is undermined. A clinical prediction model was
establishéd based on radiological examination. To assess the effectiveness of the prediction model and

, strengthen both the diagnostic and progn_ost;c applicitior)s, we‘developed and validated a scoring system-
employing radiological examination. Materials 3nd Methods: The radiological gradjng categorized severe
lung involvement. The study‘recorded tr}e patient’s hemogram and medical history. Radiological grading
and clinical investigations were chosen as depenhdent variables and independent variables, respectively.
[Data were analyzed using bivariate logistic regression with p<0.2 and multivariate logistic regression
analysis with p<0.05. Independent predictor variables an'd their regression coefficient (B) evaluated. The

. «constant in this study was based on the Framingham study. Results: Hematological changes were

_obsesved in the grading of lung severity using._ANO'VA. The regression analysis identified a history of
multidrug-resistant tuberculosis (p = 0.0001) and resistance to more than-one anti-tubercular drug

* (p,= 0.026) and a few parameters of hemogram as prcaictors' for an intense lung infection. This study
_segre'gate,d'th'e study subjects into risk ca_tegdries and evaluated the performance of the scoring system.
Conclusion: The score developed he!p‘s' in stratifying the’ patients at severe risk of lung involvement

. gleztir‘lg'the healthcare professional for patients’ better pharmaceutical care. ' '

® »>
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INTRODUCTION ' £

Puln:éqary Tuberculosis (TB), aléading cause ofdeath worldwide, ranks ninth above human immunovirus

. and acquired immunodeficiency. Approximately 10.4 millic;n.p.,eople were affected with TB in 2019 and
" . more than 50% of cases were reported in Jndia, Indonesia, China, the Philippines and Pakistan': The

existénce of résistance-causjng mutations in“Susceptible-bacilli during anti-TB treatment has gradually

‘become the dominant strain®. The frequeney of ‘single l'nutt‘itions can be prevented if appropriate
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. Abstrdgt—--Backgrouhd:‘Globa}l’y. dyberculosis is the leading cause of

* '+ death. India accounts for thé*highest proportion ‘of drug resistant

- thberculosis among -all other countries. Objectives: This study
investigated the changes in hematological -parameters with respect to

i radjolegical evidences in multidrug resistant tuberculosis patients.
Matertals and Methods: The study entolled a total of 273 patients with
the confirmative diagnosis of multidrug resistant tuberctilosis. The
radiplogical evidences were classified into mild, moderate and severe

, lung involvement. Results: The chest radiographs illustrated tracheal

.+« % deviation (74). loss of lung volume (35), pleural effusion (25), lobar

. collapse and fibrdtic manifestations. The defensive leucocytes,
+ phagocytic neutrophils, "antucleated platelet cells and platelet :\'olume
. observed an increase with severe lung-grading (p<0.0001}. Reduced

.+ lymphocyte count, mean platelet size' observed with the intense lung

. inyolvement. Prevalence of nor@ocytic, ‘normochromic anemia, -
".  anisocytosis was prominent in these - patients. The erythrocyte
" . sedimentation rate observed no significant changes in the categorized
‘s Tadiological grades of lung. Radiolagical grading reported a weak
" positive, correlation’ with the ‘hemmatological ‘parameters. Conclusion:

.+ The .study. noticed the chailget in  the complete blood count
* * parameters with radielogical signs and recbmmend_monitoring of -
these investigations in determinipg the' progression. of the lung
ivelvement in the multidrug resistant pulmonary tuberculosis

patients. '
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Hydroalcdholic Extract of Ashwaqandha_lmproves Sleep by .
Modu[ating'-GABA/Histamine Receptors and'EEG Slow-Wave
. Patternin /n Vitro - In Vivo Experimental Models

.
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ABSTRACT:. Withania somnifera (ashwagandha) has been used traditionally as a remedy for insomnia and to enhance cog-
nitive function. The effects of ashwagandha extract (AE, 35% withanolide glycosides, Shoden®) on the expression lcvels' of
y-aminobufyric acid (GAB{\)Apl and histarhine H3 receptors in Rattus norvegicus glioblastoma (C6) cell lines were S{ud'lcd
Using semiguantitative rcvcrsc'_transcriptase-polymcgase'chzu’rr reagtions. The effects of AE on sleep onset and duration

+ were studied in Swiss albino mjce using the pentobarbital-induced sleep model. Furthermore, the effects on nonrapid eye
» movement (NREMY and rapid eye movement sleep patterns were studied in‘Wistar rats with electroencephalogram (EEG)
ta support the imprqvement in sleep quality. There was an increase in gene expression levels of GABApI receptor (1.38
dnd 1.94 folds) and histamine H3 (1.14 and 1.29 folds) receptors induced by AE at doses of 15 and 30 ng/mL compared

% 1d control. AE at doses of 10, 25, and 50 mg/kg body weight showed a significant decrease in time to sleep onset and in- -
«, creased total sleep duration irf the pentobarbital-induced sleep thodel. At 50 mg/kg body weight dosage level, a 34% de- -
crease (P<0.0001) ip,sleep onset time and 47% increase- (F<0.0001} in sleep ‘duration was observed. The EEG study

. showed significant improvement in alpha, beta, theta, delta, and gamma bands at doses of 10, 25,-and 50 mg/kg body
+ Weight with delta waves showing increases of 30%, 46%*(P<0.03), and 34%, respectively. The induction of sleep, GABA-
mimetic action, NREM sleep, and the effecss on slow-wave cycles support the calming property of AE in improving the
quality of sleep. ’ ' .

. 1 . )

Keywords: ash'wag:mdl}a, brain waves, GABA mimetic, slé.cp, withanolide glycosides
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INTRODUCTION -

"9 H2) and gammgq (40~300 Hz) EEG frequency ranges,
o o . g whereas quiet wakefilness is characterized by slower

.S'leep isa resting state of the body involving behavioral,* EEG frequencies, including alpha (7~15 Hz) and beta
+ phiysiological, and electrophysiological paramerers. Byre-  (8~30 Hz). Using EEG and electromyogram recordings,

* cording the electrical activity of the brain (electroenceph- it is possible’ to recognize two distinct sleep states: non-
dlogram, EEG) during sleep, it has been revealed that rapid eye movement (NREM) and rapid eye movement

, sleep is an active process that is tightly regulated. The (REM) ~that alternate cyclically across sleep. NREM sleep
" + necessity of sleep'is also regujated and it depends on how i§ characterized by high-amplitude low-frequency delta
*- long we stay awake. Moreover, the longer we stay awakey  :qscillations (0.5~4.0 Hz) and spindles (bursts of 7~ 15
most times, the mor&intense our sleep becomes. Further- Hz oscillations) in the EEG and low postural muscle tone.

. more, the ;]uantitative analysis of the sleep EEG resulted The EEG during REM sleep is dominated by theta and

v

in the discovery of a slow-wive activity s a marker of - gamma oscillations, with a complete loss of muscle tone
sleep intensity, which closely reflects the homeostatie  in axial postural muscles (REM muiscle atonia) (Eban- ‘
“egulation of sleep. v B : - Rgthschild et al, 2018). Taken together, these observa-

The awake state is cterogeneous, being characterized  tions have led to the aphorism that NREM sleep is char-
by d.esynchronized‘EE. oscillations of low amplitude and acterized by an inactive brain in an active body, whereas °
mixed frequencies, and variable amounts of muscle activ- REM gsleep is characterized by an active brain in an inac-
ity, Activesor motitated wakefulness is rich in theta (4~ tive body (Purves et al,, 2001)."

—_ : LN T S S St . . = g
L Revised 15 Decen:ber 20217 Accepted 16 Dece'mbe.r 202i; Published pnlin;e_31 March 2022

———— S S — i

Received 22 October 202
'Q)frespmden‘ce 1o Sindgi Vasudeva Marthy, E-mail: sgvmu;’thy@gmail.mm —_ '
. Author information: Sir:dgj'\/t&udeva Murthy (Professor), Syeda Nishat Fathima (Prpfes$or), Rakesh Mote (Professor)

s O?O??"e;‘omenSwé(deoodSoenceWNwmon. .

(3] Ths s an Open Access article distnbuted under the terms of th; Creative Commons Attribution Non-Commercial Lt nse (hnu'//creallvecon\mns.wg/hoénses, by-nc/4.0) which permits
l"nstmmd non-commercial Usp, disyribution, and reproduction in any mnmﬂ the origina| work is pro; ited
~ Erae 4
' . B » v ! m— N
A , P
. ) . . Principal |
T & < Jayamul ColtsgS of Pharmaey -
" . i % 332
. : .o \ s Nammmt 506 e
. . J ' & . s
L]
H 5 .



. MS.10-15PBS.5077]

International Journal of Pharmacy d@nd Bit;loglcal Sciences-lJPBS™ (2022) 12 (3): 148-155

= - Online ISSN: 2230-7605, Print ISSN: 2321.3272

-
b e . '

' . . . . .
* ... One Derivatives as Antihyperglycemic Agent
. [ 3 ] " * .
6 5
.. Ranjithkumar Kadagandla! and Baswaraju Macha?*
o ""Medicinal Chemistry Division, Jayamukhi College of Pharmacy, Kakatiya University,
.- Narsampet, Telangana-506332, India. . .
' - 'Pharmacology Division, Jayamukhi - College of Pharmacy, Kakatiya _University,
Narsampet, Telangana-506332, India.’ : .
. i, .
. o s : . Received: 10 Mar 2022/ Accepted: 9 Apr 2022/Published.onhne: 1Jul 2022
e s < & ; *Corresponding Aufhor Email: drbaswarajpharmal@gmail.com .
= ) ", Abstract , S :
., Thiazoplidinedione (TzD) .clas§ o{ drugs which were approqu for the management of type 2
. ; diabetes mellitus exemplified by rdeélita’%onc and pioglitazone (PG), act by modulation of
' A 1 RPARYy receptors. Rosiglitazone was fo.und..to induce hea;t failure due to fluid retention and
Bo w " " hence it has been withdrawn from market. Concerns were also raised recently on the apparent -
2 ' fisk of bladder cancer with the use of Pioglitazone. Based on the advancks and better
i * understanding of antidiabetic agents, rational approaches have been applied for further
: . development of the newer antidjabetic agents.'The dual agonists of PPAR-a/y, PPAR-a/§, PPAR-
. o * 6\a, PPAR, pan agonists and selective PPARC modulators and partial agonists are cardinal
‘ attractive targets for medicinal chemists in this sojourn. Attempts were reported to devélop
0 : stich agents several modifications on thiazélidinedione ring and the substituents were made.
B, =¥ B This, research paper presents the desigh of ‘new series of thiazolidinones with pyridine/
. pyrimidine‘tail and cyclopropyl\a[k;'l and 3ryl substituent with an ethoxy linker and their -
evaluation for antihyperglycemig activity. Some of the new thiazolidin-4-one darivatives were
found to be equipotent to pioglitazone in lowering blood glucose in streptozotocin induced
’ diabetic rats. ' oy '
e - Keywords ; . :' .
: % Thiazolidinedione; Type2 Diabetes mellitus; synthesis; antihyperglycemic
. t 2 LR R = >
< » 1.0 INTRODUCGTIONx . E - pharInacologicaI pctivities such as anti-microbial,
’ Diabetes has become a leading kilfe{ disease _ip @ntitubercular, «-antl-inflammatory, analgesic,
= “recent years. The :st‘at'u‘stical report of 2021. 6 ®ntihistaminic,  anti-parkinsonism, _ antitumor,
o dia‘betes,indicated that a whopping_§37 million h.ypolipidemic, antioxidant and antihyperglycemic
458 4 people we're-suffering with this disease which is  activities. Numerous TZDs have beep employed in
o -, . estimated tp reach 643 million by 2030. Astounding cl!njcal management of DM and are associated with
‘6.7 million pgéple:which is one death in every five various untoward effects including weight gain, fluid
' . '  seconds. High incidences of diabetes havé.been' retention and heart failure. Further modifications of
," reported from low- and middle-income countries 1,3-thiazolidin-4;0nes were reported as a new class
, whlch'accoun}._for 3 in 4 people, The currently “of agents associatbd with partial agonistic activity, a
- .availgble drugs for the treatment of diabetes were ‘mew,class osf antihyperglycemic agents. Hence, the
s associated with several untoward effects.! 1, .3- attention of researchers is focused on the

® Thiazolidin-4-ones have gained importance due to

- their  wide spectrum of biological* and
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' 'Syﬁ.thés.fs and E‘Yélila-t'id:ﬁ of 1,'13'¥Thiazolidin-4-

dévelopment of novel agents which are devoid of.
such side effects associated with 20 Thus, 1,3-
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