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CEFEPIME-INDUCED SEVERE NEUTROPENIA: A CASE REPORT
H.F. Cheng, 5.T. Deng
Chang Gung Memorial Hospital China Taiwan

Cefepime , s forth-generation cephalosporin antibiotics, has been used clinically in severe
infections caused by a wide range of gram-positive and gram-negative micrabes. Although
the praduct information clams that Tess than 1% of patients have o decrease in neutrophils,
pralong use of cefepime had been founded to have a high rate of drug-related neutropenia
in recent years, We report here a case of severs neutropenia afier 26 days of cefepinie
therapy.

Qur patient, a 54-year-old woman with non-small cell lung cancer, admitted to our
hospital because of acute renal failure caused by tumor lysis syndrome after receiving
second ling chemotherapy agent docetaxel, During hospitalization, she got nonspcominl
preumania complicated with hypoxic respiratory fuilure. Cefepime 1 g daily was
prescribed for tis severe infection and dose was adjusted to 2 g every 12 hours according
to the rate of creatinine clearance. Her condition improved. Unfortunately, on the 25th day
of cefepime therapy, fever occurred and laberatory data showed severe neutropenia (WBC
2.1 % 103/mm3 with segmented neutrophils 2.0%, and band neutrophils 2,0%). Cefepime
was discontinued immediately, and she was sent to isolation room for prevention of
infection. WBC improved gracually and returned to normal 5 days after discontinuation of
cefepime (WBC 12.2 x 103/mm3 with segmented neutrophils 64.0%, and band neutrophils
2.0%). The patient recovered well withaut receiving filgrastin,

Pharmacist should be aware of the risk of cefepime-induced neutropenia and closely
monitored the potentially dangerous adverse effect dusing long-term use of cefepime

A CASE REPORT OF SUSPECTED VALSARTAN-INDUCED ACUTE
RENAL FAILURE
S.C. Yen, S8.T. Deng
Chang Gung Memorial Hospital China Taiwan

Objective; We presented a case of acul renal failure that might be induced by low dose of
valsartan.

Case summary: A 90-year-old man with non-ST elevation myecardial infarction and
LVEF(left ventricular ejection fraction) 48% was treated with valsartan 40mg/d,
bumetanide 2mg/d, clopidogrel 73mg/d and enoxaparin 60mg/d. Valsartan was stopped
after 12 days due to renal funclion deterioration. Serum creatinine dramatically increased
from 2.9 to 9,6 mg/d) within 9days. He was in status of dehydration, His systolic blood
pressure was in range of 95:150 mmHg,

Discussion: Valsartan, angiotensin II receptor blocker(ARB), modulate renin-angiotensin-
aldosterone system by directly blocking the angiotensin I type I receptor. It block
angiotensin Il-mediated vasocontriction and aldosterone release, The patient with chronic
kidney disease and volume depletion might be more prone to progression of renal
dysfunction even it low dosuge of valsartan used

Conclusion ; Low dose of valsartan may induce acute renal failure in chronic kidney
disease with dehydration,

Key word: valsartan, acute renal failure

HPS-P-072

HPS-P-071

AZATHIOPRINE INDUCED PANCYTOPENIA
M.H. Chang, S.T Deng
Chang gung memorial hospital China Taiwan

Azathioprine(AZA)is an imidazolyl derivative of 6-mercaptopurine that impairs DNA and
RNA synthesis, it is shown to decrease the relapse rate in multiple sclerosis. AZA induced
bone marrow texicity may be dose related or well known thiepurine methyliransferase
(TPMT) deficiency resulting in intracellular accumulation of cytotoxic thioguanine
neucleotides.

A 33-year old weman was dingnosed with muhiple sclerosis (MS) in November 2003,
Four episodes of nttack were noted over next two-year period. As the discase progression,
she developed numbess and weakness in the fight leg and right ann since January 2006,
Azathioprine 75 mg bid po (3Imp/ke/dny) was prescribed since Jonuary 3, 2006, She
developed general wenkness and fever two weeks luter. Her white blood cell count was
700/mm3, absolute newtrophil count 0%, hemoglobin 8.5 g/dl, platelet count 55000/ul.,
The bone marrow biopsy shawed severe hypocellular macrow, After cureful review of her
medication, the other concomitant drugs (prednisolone, magnesium oxide, zalpidem) was
unlikely to be the cause of myelesuppression because of long term use for more than one
year, 1t is n probable case of AZA induced paneytopenia, AZA and prednisclone were
discontinued, The patient was treated through blood transfusion, G-CST with empirical
antibiotics (ceftazidime and teicoplaniny were used for neutropenic fever, Until Mar 14, her
blood cell count rewarned to previous baseline,

Severe myelosuppression i5 linked to the TPMT deficiency and its genetic
polymorphism, AZA induced myelosuppression can be avoided by adjusting dosage
accarding o TPMT activity and genotype. To decrense drug related morbidity and
hospitalization, TPMT uctivity and genotype should be evaluated prior to AZA treatment.
However, since TPMT tests are not available in most hospitals, treatment with AZA
should be started at o lower dosage, Frequent monitoring of blood cell counts is necessary
Lo early detect ils cylotoxic effects.

CASE REPORT: DRUG THERAPY PROBLEMS EXPERIENCING IN
AN HIV PATIENT
P.S. Araiijo’, M. T. Vieira?, C. C. U. Brito®, D. Rodrigues?, I. Alves®
YFTC/UNIME Brazil ’FTC - Students of Practice V of College Brazil

AIM: To evidence Drug Therapy Problems (DTP) in a patient with HIV. METHODS:
Patient care process consisted of (he following steps: 1} assess drug-related needs, in order
to assure an indicated, effective, sufe and convenient drug therapy; 2) identify and
categorize DTP; 3) develop care plan with the necessary interventions to achieve
therapeutic outcomes und solve DTP; 4) follow-up evaluation. The DTP categorization
followed the Pharmacotherapy Work-up® format, CASE DESCRIPTION: Man, 55 years,
HIV, viral load 180 copies/mL3, CD4 198 cells/mL3, under anti-retroviral (ARV) therapy;
using Sulphudiazine 500 mg 6/6, Pirimetamine 25 mg/day and Felinic Acid 15 mg/day as
secondury prophylaxis for Toxoplasmosis; prophylaxis for P, carinii (PC) with SMT+TMP
BOD/1G0 mg in alternating days; coexisting use of Fluoxetine and Paroxetine for
Depression; und using ferrous sulfate for Iron Deficiency Anaemia. RESULTS: Identified
DTP: 1) unnecessary drug therapy: antidepressants duplication; 2) unnecessary drug
therapy: ferrous sulfate maintenance afier normalized huemogram; 3) unnecessary drug
therapy: duplicated sulfa therapy for PC and Toxoplasmosis, it's recommended o chose
only one of them; 4} potential noncompliance due to insufficient comprehension about
ARV and HIV, Interventions were taken place to solve and prevent the identified DTP in
order to achieve therapeutic goals (TG) for each condition. CONCLUSION: Morbidity and
mortality due to drug thecapy has been well documented and Pharmaceutical Care practice
impact revedls positive outcomes. Compliance problems within HIV patients are
significant and one of the reasons is multiple-drug use. Pharmaceutical Care practice is
important te conquer and maintain TG and resolution of patients” DTP,
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LESS MEDICATION ERRORS, MORE COST SAVINGS--IMPROVE
THE QUALITY OF CARE BY PHARMACIST COGNITIVE SERVICE
YY Chan’, €-Y Tsai®, H-Y Chen', Y-M Tseng'

!Chang Gung Memorial Hospital China Taiwan *Chang Gung Memoruinl
Hospital China Taiwan

Alms: Cogpitive service 3% a component of phurmaceuticu] care thut primarily facus on
eptimizing n patient's drug therapy and ensuring approprinteness, safery, and efficacy.
Many snudies showed that it might reduce the 1otal healthcare costs.

Methads; There were 1602 reported errars collected fram October to Decemnber of 2005
through the Medication Error Repotting Sysiem (MERS) retrospectively, 1519 of these
were different in drug costs ufter the praciitioners Irave corrected the prescriptions, The
duily drug cost saving was the indicator in aur study to evaluute the effectiveness of -
pharmucist cognitive service, The types of ervars would be chussified a8 well.

Results; In those 1519 reported errors collected from the three months, there were 556
cuses and saved USD 412) daily drug cost in October (averige LISD 7.4 fday/case), 465
cases and snved USD 3475 in November (average USD 7.5 fduy/case), 498 cases and
woved USD 2234 in Decémber (average USD 4.5 Aday/cuse), We found that the most of the
errors included overdoses (18.5%6), renil impairments {18.295), wrong dosing frequency
(11.1%), sub-therapeutie dase (10.5%) und contraindication (8,69,

Conclusion: The results of our study showed that the drug cost reduced apparently by
executing phurmacist cognitive service, We believe the service are not only save the costs,
but also prevent the drug-related prablems and shorien the length of stay, in order to
promote the quality of care and decreaye the preventable nedical waste, The role of
pharmacists being ‘product dispensers' s shifted to ane of ‘medicution therapy experts'
and should collaborale with other henltheure professionals to provide high quality of zare,

HPS-P-075

GUIDELINES VALIDATION FOR THE USE OF EXTENDED-
INTERVAL DOSAGE REGIMENS OF GENTAMICIN IN NEONATES
1M Lanac’, JM Lanao', MV Calve®, A Martin-Suarez', SA Mesa®, M1 Heras®,

C Pedraz’, A Dominguez-Gil®
“University of Balamanca Spain *Pharmacy Serviee. University Hospital
Spain *Pasdiatries Serviee. University Hospital Spain

Aims: Development and validation of guidelines for gentamicin dosing in neonates uamg
extended-interval dosage regimens,

Methods: With the base of our population phurmaculunenc paremeters (JM Lanao, JAC
A8:1035-48,2004), dosing guidelines were designed to achieve serum gentamicin
concentrations (SGCs) within the ranges considered therapeutic in adults for extended-
interval dosing {peak 15-20 mg/L and trough <305 mp/l). These guidelines were adopted
a8 the dosing pructice i our Institution.

The validation papulstion comprised &1 necnutes dosed according to the proposed
piidetines, routinely monitared, with the following clinical charactecistics: gestational age
{GA) 24 - 40 weeks (mean {SD}; 33,48 (4,42)), und postnatal ages of 1 - 11 days (2,80
(1.52)). C-reactive protein (CRP) and ssrum creatinine were meusured at the start and end
of treatment,

Resulis: In term newborns and premature babies with GA between 31 — 38 weeks,
extended-interval dosage regimens with initia] gentamicin doses of 10-12 mp/kg and
dosage intervals of 3648 h are recommended, Owing to their high distribution volumes
and prolonged half-lives, for prematurs babies of GA <31 weeks we recommend initial
doses of 5 mp/kg and dosage intervals of 36-48 h to reach SGCs belween 0.5-10 mg/L.

A linear relationship between the guideline-predicted (GPD) and individunlized dose after
$0GCs monitoring (ID) was obtained: GPD=2.01740.950.ID, r=0.548. A statisticaliy
significant difference {p<;0.05) was found between initial and fina) CRP levels in patients
with sepsis (2.45 (1.38) vs 1.20 (1.56)mg/d]) or suspected infections (2.04(1.85) vs (.87
(0,56 mg/al). A stistically slgnificant decrease in the serum creatininz concentration was
also observed (p<i0.01).

Conclugions; The pharmacakineric and clinical validation of the guidelines. developad

suggests that they are efficient and safe for the initial dosing of gentaminicin in term and
premaiure babies,

HPS-P-076

INDIVIDUALIZED DRUG MANUFACTURING
M Gard
Apoteket AB Sweden

-Aim

To produce individualized drugs with quality in different scales in an effective way. The
pharmuceuticnls are needed by health care but not provided by the pharmnceutical
compinies.

Method

Each preseribed drug is produced in order to fulfil the speciu) need for each patient, Le.
phurmacewicals withoul preservatives or raw materials which cause sllergic reactions,
with a spectal strength or in & specia) mixture of different active ingredients, The balch
sizes differ from production for the treaument of one putient to the treatment of many
patiens, For the smaliest batch sizes there are several controls, before, during and at the
end of production, by the responsible pharmucist but n Jaboratory controls, At a certain
buteh size, depending on the type of dosage form, laboratary tests are made before release,
Al batch sizes of more thin ubout 200 packages the products are produced as u small scale
industrial production according to the Endralex (Europeun ]Eglhld[lm‘l) with release of QP,
Qualified Person,

Regulty
By npplying different controls at diffesent batch sizes il is possible to praduce

individualized drugs in a cost efficient and secure wny mostly a1 very short time of
delivery,

DOCUMENTED SHELTF LIFE FOR EXTEMPORANEOUS
PRODUCTS
M Gard
Apoteket AB Sweden

Afm

To ensure that any pharmaceutical dosage form produced huve sufficient shelf life during
delivery and treutment,

Background

Due to the doctors unlimited right to preseribe, the range of products is very huge, The
products are not developed at R&D department like commercial products und the shelf life
of the products must be decided in unother way. '

Method

Generally the shelf life is 6 month for exterporaneors products. When producis are more
frequently prescribed the manufacture of small series will be introduced which require
extended shelf lives,

The products are to small to bear the costs of stability studies nccording to ICH,
Extemporaneous products are mostiy produced with active ingredient off patent and
information on the chemics! stability may be found in the literature, Concerning the
microbiologica) stability, the infermation mostly concerns the antimicrobial effect of the
active ingrediznt, The microbiologicul stability is decided on results from environmental
tests and validation of aseptic processing at un individual level,

In crder to prolong the shelf life an increased program at retests is implemented on the
prodiced batches, The shelf life will praduslly be prolonged until the wished shelf life has
been properly documented with real time data. If any doubt avises, stability studies
according to 1CH will be performed althcugh the costs are high,

Results
The shelf life is founded on information from the literature and reai time studies, Different

tests will be thoroughly reviewsd in order to assure the quality of the products during the
shelf Tife of the produet,
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EVALUATION OF ANTINEOPLASTIC AGENTS USING
SACCHAROMYCES CEREVISIAE ATCC 9763
LS. Kikuchi, T.J.A. Pinto
Universidade de Sfo Panlo Brazil

The effect of some antineoplastic drugs has been evaluated nsing Saccharomyces
cerevisiaa ATCC 9763 o5 a model of an eukaryotic organism, For the toxicity assay,
inoculum of Saccharomyees cerevisiae was transferred 10 a wbe containing drug and
incubated for another 4 hours, having its survival determined by the pour plate technique
afier dilitions in saline. The cell survival mtes are expressed as percentage of colonies
fram treated samples versus untreated samples, Each culture was observed under the light
of microscope and the cells subsequently photographed. Both the cytetocidal effect and the
median effective concentration (BC50) were then determined to each drug tested, The 8,
cerevisioe was sensitive to all agents tested and the resulis suggested a correlation with
tests using mammalian cells, These tests aim at suggesting the use of yeasts as an
alternative 1o research on new antineoplastic agenis concetning their security and toxicity
evaluation and alse as a contribution to understand the mechanisms of cancer.

HPS-P-079

TITLE: TO SETUP A SAFE ADMINISTRATION PROTOCOL FOR
CORTICOSTEROID IN PATIENTS WITH AUTOIMMUNE DISEASE,
C Hung, HC Cheng, BY Chen
VGHTC China Taiwan

Objective: In order to increase the compliance of patients taking corticosteroids , recognize
the importance of corticosteroids therapy , and reduce the side effects of corticosteroids,
We try to setup a safe use of protocol for oral corticosteroids in patients with antoimmune
disease.

Method: The patients with autoimmune disease were investigated, who were followed up
at our AIR- OPD (Allergy, Immunology, Rheumatology) or admitted to ward during the
pericd of April to October in 2003, A total of 316 valid questionnaires were cbtained for
analysis.

Resulis: Most of patients (81%) complied with the steroids use, but there were 60 patients
without compliance. The main reasans for non-adherence were conceming the side effects
of cordcosteroids. {(33%) and without getting clear explanations from medical stuffs
(51.6%). Only 30% of paticnts had the right recognition about side effects of
corticosteroids, Therefore we desigred some educational tools and methods to improve
medication non-adherence, including One-on-One oral intervention by physicians,
pharmacists or nurses, wrillen mediation sheets, videotape, and group education. After
these educational interventions were performed, we found that the patient compliance
revealed an increase of 13,2%, and Lhe recognition of side effects of steroid had an
increase of 56%.

Conclusion;This sudy show that thé educational interventions can improve patients
compliance and corticosteroids safety in patients with autoimmune disease.

HPS-P-080

THE IMPACT OF EDUCATION PROGRAM ON SMOKING
CESSATION
H.M. Chen', S.L. Sung?, Y.W. Kao', .C. Chang', H.Y. Chen®
*Taipei Medical University China Taiwan *Taipei Women Awakening
Association China Taiwan *Taipei Municipal WanFang Hospital Manage
China Taiwan

1.Taipel Medical University;2. Tnipei Women Awakening Association ; 3, Taipei
Municipal WanFang Hospital Managed by Taipei Medical University

PURPOSE: Regardless of the fact that smoking is an important risk factor of many
diseases, it is a common pructice among high students in Taiwan, The purpose of the study
wils 10 pravide an education progrm o intervene the senjor high students’ atitude,
knowledge and behavior regarding to the importance of smoking cessation.

MIETHODS:; Senior high school students of Wan-Fang, Zhong-Lim, Lih-Ren and Blessed
Imelda’s school in Taipel were enrolled. An education program including an acting
perfermance and an education lechire presented by a pharmacist was introduced to the
high school students. The physical influence of smoking, the disadvantages of smoking and
the importance of smoking cessation were demonstrated objectively. The students were
asked to finish a questionnaire including 10 attitude questions in a 5-point scale, 10
knowledge questions in a dichotomous scale and 10 behavior questions in a S-point scale.
The attitude scores and knowledge scares were compared before and after the program.

RESULTS: Three hundred and fifty-four high schoo] students were recruited on September
28, Octaber 5, October 27, and November 14 in 2005, Thirty-nine students (12.2%) had
smoking experience wilhout smoking habits. Only 4 students {1.3%) had smoking habits.
After the educntion program, the total atlitude scores were significantly increased from
41,06 10 42,75 (P= 0,001), and the total knowledge scores were also significantly
increased from 6,28 to 8.12 (P<; 0.001).

CONCLUSION: The education program conducted by the acting performance and the
pharmacist was associated with o change in attitude and knowledge toward smaking
cessation, The change might provide further insialt into behavioral adjustment.

TREATMENT FOR PIGMENTATION WITH TRETINOIN GEL AND
HYDROQUINONE OINTMENT
F.S. Shibuya
Tokyo Metropolitan Hospital Japan

*Aims*Treatment with tretinoin gel and hydroquinone or hydroquinone lactic acid
cintment are effective in pigmentation. This study compared the example of prevention of
recurrence after the treatment is compared,

*Methods*Eight patients with pigmentation were done to treatment the combined of
toretinoin gel and hydroguinone lactic acid ointment. Two patients(A) ended treatment.
Afterwards, 2 patients(B) applied only the hydroquinone cintment, 2 patients(C) applied
the hydroguinone lactic acid ointment and vitamin C lation. 2 patients(D) applied
hydroquinane lactic acid ointment, vitamin C lotion, and took vitamin C. These
pigmentation are compared between these groups.

*Results*Senile pigmentation recurred gradually in 4 patients(A and B), 4 patients(C and
D) doesn't have pigment deposition?

*Conclusion®The treatment of continuation by combination of the hydroguinene lactic acid
ointment and vitamin C lotion are necessary for prevention of recurrence after the
treatment.
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THE INFLUENCE OF HOSPITAL QUTPATIENTS FOR PATIENT
DRUG PROFILE AND DISEASE IMPROVEMENT IN
PHARMACEUTICAL CARE
J.D. Chen, C.J. Chang, Y.J. Chiao, W.5, Licu
Tri-Serviee General Hospital China Taiwan

Aims:

The purpose of this study ix to develop 1 maodel for pharmacist to provide pharmoceuticul
care in hospital outpatients.

Methods:

There was 4 type disense patients (pts) in this study: 1, Asthma, 2. pts with anticoagulants
treatment, 3. Diabetes, 4. pts with multiple drug therspy (> 5 drugs). In this study, the
experimenta] groups were the pts who pharmaeisis provide the clinieal eare plans and
disease state munugement; the control groups are the pls who pharmacists just give dnug
consultant only, The cutcome was measured by the questionnaire of patients for quality of
life {EQSD, SF-34, and disease-specific nuestionnaire), patient's satisfacrion investigation
for the pharmacist service, and patient’s Jab duty monitoring disease prognosis.

Resuls:

201 patents were included during the 3 months (from the Sep., 2005 1o Dec., 2005),
including 116 padents {pis) in experinestal group (EP) und B5 patients in control group
{CP): groups | - 13 pts (EF), 12 pts (CP); groups 2 - 33 pts (EP), 39 pts (CP); groups 3 -
37 pis (EP), 34 pts (CP3, and groups 4 - 33 pis (EP) only,

The resulls of Tife-quality questionnuires by the putients, Lab duta for monitoring disease
und satisfaction investigaion for the pharmueist's service berween EP and CP were not
found significant ditference. But there wis one dimension in patient’s satisfaction '
investigation for the pharmacist service, re-clinic willing to visit phurnmueist (n=102) were
positive attitude due to the phurmacists service compared to conwrol greup (n=78) (20.59
vi. 19.69, p=0.043,<0.05}.

Conelusions:

Although the influence of aui-patient clinie in hogpiml for patient drug profile and disease -
impravement in pharmaceutical care could not be fornd in this shart period time (anly
thres months), b re-clinic willing to visit phanmacist were positive atdinde due 1o the
phurmacists service. We think that itis need 1o ke o Jong time for providing pharmacy-
care o improve in the disease contsalled, especially in patients with chranic diseases.

HPS-P-082

STUDY ON THE VALIRITY OF THE ADMINISTRATION OF
LYSOZYME HYDROCHLORIDE PREPARATIONS TQ INFANTS
M. Kimura', H. Takahashi', 8. Harai’, K. Ooi%, Y. Morimoto®
'Saitama Med, Center, Saitama Med. Univ, Japan ?'Faculty of Pharm,Josai
University Japan

Adms:

Lysozyme iyidrochloride (LSZ) prepurations produced fram egg white are administered for
expectaration und antiinflammuticn in cur country, but LSZ is contraindicated 1o the
allerpic putients with egg white, Because it is difficuic ta deelde allergic or nol to egg white
in infants, there might be uny possibility LSZ is administerad for the contraindicuted
infunts, We surveyed the present situndon of LSZ administration and sgg white allergy,
and studied the validity of the ndministration of LSZ to infancs,

Methods:

We surveyed the preseriplions, in which LSZ syrup and 10% LSZ granule were preseribed,
issued by the depurtment of pediatrics of our medical center from August 2004 till Januury
2005. Afier this survey, we informed the result to pediatric physiciuns and emphasized the
danger of L8Z sdministration to infants. Aboul six months later, we surveyed apain fram
August till Sepember 2005 und eviluuted the outcome of our study. And, we conducted the
literature study nbout the focd allergy and family history of allergy.

Results: )

From results of first survey, the number of preseriptiens in which LSZ syrup and 10% LSZ
granule were writen for infants way 53 in two months, Bul, the second survey condueted
about six menths later the number of the prescriptions was markedly reduced 1o 5.

Conclusions:

According to the literature study, it was made clenr food aliergy wax most obsesved in

- infans, and frequancy of food allergy by hen's eggs was the highest in Jupun, And it was
reporeed frequency of food allergy in ntopic infants was very high, und there might be good

relution between ntopic rexgin and food allergy in infunts. Additionally, the.relation
betwaen family hislory about the allergy and atonic patients is not so clear, it may be
difficuit 1o eslimute possibility of food allergy in infunts, From these results, physicians
should aveid the adminisiration of LSZ to infants, because there might be any possibility 1o
cunse hypersensitivity including anaphylaxis and shock.

HPS-P-084

HPS-P-083

COMBINATION OI' LOW PENETRANCE ALLELS WITH
PROTECTIVE EFFECT ON THE DEVELOPMENT OF
COLORECTAL CANCER IN MACEDONIA
Z. Sterjev’, § Semfimovska®, K Kapadanovska®, H Hiljadnikova-Bajrc®, 1
Josifovski®, P Panovski®, § Suturkova®, D Dimovski®
'Fﬂcu]ty of pharmacy Macedonia 3 aculty of Pharmacy Macedonia 3Fﬂc'u.lty
od Medicine Macedonia

Maost genetic snd pharmacogenetic siatepies have focused on Lhe role of single genes in
the predisposition for developmeant of some cancers and regulation of drug activity and
have made important sieps towards the goal of optimizing therapy for individual patients,
Several low-penetrance alleles wers implicated in the genetic predisposition 1o colerectal
cancer (CRC) such s sulforansferases {SULTS), Cyclin D) and MTHFR gene.

The SULT1A} His213Arg polymorphism was implicated uy o predispesition fuctor for the
deveiopment of severa] common malipnunees (bresgt, colon, endometrial, urothelial), as
facter responsible for varisble response Lo therapy with severa] drugs and as @ genetic
fuctor involved in ngeing, 5,1 0-methyleneietrahydrofolate reductase (MTHFR) plays a
central role in folate metabelism, irreversibly converting 5, 10-melhylenetetrahydrofolate to
5-methylenetetsahydrofoliwe, Several studies recent studies reparted u significantly
deereused risk of colorecinl cancer nssocialed with the 677TT penotype which was
correlated with low folate intakes or serum levels, The CCND| gene encodes cyclin D1,
which is o key regulatory protein in the wrunsition from the G 1o § plugse of the cell eycle,
There are conflicting reports about the influence of the G870A polymerphism in the
CCNDI pene on colorecta) carcinogenesis.

We determined the allgdic frequencies and genatype distribeiions of SULT, MTHFR and
CCND] pene variunts in eolorectis] eancer patients from the Republic of Macedonin,
Genotypes were shiiined by PCR-RFLP analysis on DNA snmples isolated from
peripheral blood, We will present dats on combimation effect of these Jow penetrance
variants on CCA risk in Macedonian population, Our data indicate that hemozygasity for
it Jeast two of the above mentioned vurlunts has a significant protective effect for the
development of CRC in our populition. A possible correlation of these datn with specific
lacal environmentsl influences will be discussed,

EVALUATION OF MEDICATION SAYETY USE FROM STOP
ORDERS OF TOTAL PARENTERAL NUTRITION

-EXPERIENCES FROM A REGIONAL HOSPITAL IN TAIWAN
L. Su, FC Chang, YL Chu, MH Chuang
Buddhist Dalin Tzu Chi General Hospital China Taiwan

Background: In order to achieve safe and effective services, pharmacists in nuirition-
support team require understanding the prineiples of parenteral nutrition care, such as
treatment outcome monitoring for preventing unnecessury adverse events to patients, In
this study, we tried to evaluate the effleacy and safety of TPN from the cases of stop
orders. In gudition, we further investiguied whether there was any unusual conuibuting
fuctors exist to cause TPN orders suspended or terminated,

Methods: We performed u retrospective study to evaluste TPN services of hospitalized
putients by chart review from Muy 2005 te Decemsber 2005, Bosed on the AS.P.EN
stundards of practice , the appropristeness of discontinuing ‘TPN orders were agsessed.
Besides, the converting rates from TPN to EN, mortality and complications were alse
evalunled,

Results: In this study, tota) 33 patients received adull TPN nnd 9 were pediatrics. The
uverage length of TPN wrentment was 14,1 duys (max,33 days, min.) day). 1n 42 patients
with TPN discontimuition, 20 (47.6%) were switched TPN to EN, 1 was shifted to home
PN, 2 were transferred 10 other hospitals, and 19 (45.2%) died in hospital, respectively,
For 9 pedintrics putients, 8 (88.9%) were switched TPN to EN. The reusons for causing
death among 19 patlents were bécause of cuncer (8 putients), operative failures (6
patients), and drowning (1 patient). There wus no any mechunical, metnbolic or septic
complication ocenrrence, Therefore, denth resulted from complications of TPN can be
excluded.

« Conciugion: Approximutely 50% of putients with TPN were successfully switched 10 EN,

and pediatric patients were 88,9%. No patient developed complications, However, there
was one case of TPN prepuration still made even ufler patient had dizd. 1t is alse importunt
to uchieving effective communication between the members of nutrition-suppart team such
s physicians, nurses, und pharmaciss, Moreover, Lo eslablish o reasonable reimbursement
system and imprave quality tssuranees for TPN services ure necessary to promote patient
safity.
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HPS-P-085

HPS-P-086

COST OF MEDICINE FOR THERAPEUTIC CLASS
A.C. Florencio Neves, D, Dayana Nascimento
Hospital Regional do Agreste Brazil

INTRODUCTION: The consumption and the expenses were analyzed with medicines by
therupeutic elass, Is possible to elaborate the curve consunption ABC, looking to optimize
the requests of buy, OBJECTIVE: To Identify and 10 imensify the contro] in the supply of
the items that demostrats larger economical impact. MATERIAL AND METHODS: The
information were obtained, in the period of January to December of 2(H15, questionnaire a
denominated form: Record of Evaluation of Consumption of Medicines, Containing the
following information: name of the medicine, presentation, monthty consumption, unitary
value, value monthly, consummate and annual total cost and medium consummate manthly
of each item, used at the Regional Hospital of the Agreste/Caruaru-PE, for the same ones
for therapeutic class, according 10 RENAME. RESULTS: 90% of the items were
responsible for only 20% of the total costs; 10% of the items were responsible for 80% of
the tata! costs. The medicines for replacement eletrolitic veined have costs with great
representative, due to the high censumption and a deficient control, The items Nourishment
veined represents 8,13% of the total costs and the antimicrobial they represent 31,25%.
DISCUSSION: Flaw was observed in the process of supply of the antimicrobial and
medicines far replacement veined eletrolitic, owing the revision of the procedures 1o be
accomplished together by the drgstore, CCIH and nursing, for the rational use of the
medicines and appropriate use of the financial resources. CONCLUSION: It is done
necessary an appropriute control of the suplly, for rationalization of the costs and
otimizugiio of the therapy with medicines.

HPS-P-087

THE PHARMACIST’S ROLE IN PANDEMIC FLU PREPAREDNESS
IN A HOSPITAL SETTING
R Forrey, 1S Siegel
The Ohio State University Medical Center United States of America

Cne of the primary functions of a pharmacist is the procurement, storage and distribution
of medications. Ir. (he past several years the shortages of critical medications has made this
primary function a difficult challenge, Vaccine for influenza prevention was in significant
short supply two years ago dus to manufacturing problems, Many pharmacies received less
than half and some received no supplies for the flu season, Priorities were developed by
each hospital phurmacy on distribution of the flu vaccine. Many patients and healthcare
workers did net receive vaceine and were at risk during the flo season.

Currently there is great concern in the United States about the possibility of an outbreak of
pandemic ‘avian {lu.' As of Mareh 2006 there have been 105 deaths and 186 cases of avian
influenza (H5N1) confirmed by the World Health Qrganization (WHO), Since there is
currently no vaccine developed for the HSN1 influenza, alternative medications have been
explored for both prevention and weatment, Medications such as amantadine and
rimantadine have been determined to be of no value and only oseltamivir phosphate has
shown some yalue if used within 48 hours.

In the United States, there was no central plan developing a national strategic stockpile as
we Iave Tor 'anti-terrorism’ medications. Individual hospitals have had to decide what or if
any action should be taken. As a result, The Ohio State University Medical Center created
a multidisciplinary committee to develop a preparedness plan, The Depariment of
Pharmacy was responsible for creating the treatment priorities for health care workers and
the estimated aumber of doses needed. The pharmacy also detérmined plan
recommendations for the treatment of patients with either suspected or confirmed ‘avian flu*
as well as seasonal influenza and the proper storage and security of medications, These
recommendations enacted by the committee and approved by the Medical Director of the
hospital as well as the Provost of the University.

HPS-P-088

SATISFACTION DEGREE OF THE PATIENTS IN TREATMENT OF
HEPATITIS C WITH THE SERVICE OF FARMACY OF CENTER OF
REFERENCE IN THE SUS - BAHIA,

R.M, Martinez C. de Cerqueira', R. Fernandes®, G. Santana®
'SESAB/FTC Brazil *SESAB Bruzil

Aims! To evaluate the degree of satisfaction of the patients in treatment of chronic
Hepatitis C virus - HCV that they receive Pharmaceutical Care and attended application of
drugs in the Pharmacy of the Hospital Geral Munoel Viclorina (HGMV), Methods: A
research was become fullfilled with carrying patients of HCV in use of the drugs
Peginterferon and Ribavirin attended at the Pharmacy of the HGMYV, between April and
May of 2005, An instrument wilh closed and opened questions wus elaborated to evaluate
the satisfaction of the patients with the pharmacy service, The participation was voluntary,
and preserved the anonymity of the participants in the research, Results: 57% of the
patients in use of the drugs Peginterferan and Ribavirin, 62% of them were of the
masewline sex, In relation to the age, we found the percentage of 44% of the patients at the
age between 42 and 49 years old, followed by 57% between 50 and 57 years old. From the
total of patients who had answered, 51% were in the middle of antiviral treatment. When
questioned about the performance of the pharmacy in the freatment of HCV, 66% of the
patients had classified as excellent the service, and 83% had considered excellent the
receptivity of the employees front 10 the attendance 1o the patients, Conclusions: The
strategy of attendance to the putients follows eritertons defined by the Therapeutical
guidelines of direction of the Health department. I is given credit, however, that the
humanized boarding 10 the carrier of HCV, in use of Peginterferon and Ribavirin, and the
Pharmaceutical Care helps the patients to adhere 1o the farmacoterapia, considering the
necessity of weekly contact with the involvement of the health professionals with the
application of the medicine, stimulie, clarify, guide, besides providing comforl to the
patients who are submited to the treatment during 48 weeks.

AUTOMATIZATION AT THE HOSPITAL PHARMACY
M Behzadi
Apoteket AB Sweden

Tomado is an automated storage machine installed in 2001 at the eentral hospital
pharmacy, CSA, at Great Southern Hospital in Stoeckholm, Sweden, Tornado consists of
two unils with mobile shelves where restricted products are set aside on special shelves
and can only be accessed by having an additional security clearing and a password. Castor
can handle both traditional shelves as well as automated stock deposits.

‘The purpose of developing Caster was to simplify and increase efficiency when delivering
goods to customers fram both in-patient wards and out-patient wards. Castor collects
automatically afl information from a master system. By scanning goods labels, stock place
Iabels and client labels we secure that the right products are delivered 10 the right
customers.

Our experience shows that a combination between Castor and Tornado is the most
efficient, generates rationalizing, is economically justified and also ergonomically
developed, Castor even supplies a more secure handling compared to today's system, o
errors has bezn detected since startup in September 2003, because the control system for
bar codes is built-in, starting from receiving the goods at the pharmacy Lo gathering
products for client distribution. Higher efficiency has also been achieved by automating
several work elements through Castor, Due to mere compact storing of products in
Tornado a better use of the stockroom hias also been achieved. For us at CSA, Castor has
increased the production by 44.1% in a year. A solely use of the Tornadoe resulted in
improved guality and handling but not as high increase in productivity as combined with
Castor,
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HPS-P-089

HPS-P-090

PROFILE OF PATIENTS WITH ACUTE LYMPHOCYTIC
LEUKEMIA (ALL) AND NON-HODGEIN LYMPHOMA (NHL)
TREATED AT AN QUT-PATIENT CHEMOTHERAPEUTIC UNIT OF
ALBERT SABIN CHILD HOSPITAL-CE, PRELIMINARY STUDY.
S. Pedro, D, Freire de Sonsa, J. Magalhfies Ferreira, A. Rogue Martins, D,
Bezerrn de Meneses, M, Goretti Rodrigues de Queiroz, A, Maria Costa
Marting
Universidade Federal do Ceard Brazil

The Acute Lymphocylic Leukemin {ALL) and Non-Hodgkin Lymphorma (LNH} are the
most frequent sypes of neopiasms in childhood. The knowledge ubowt the profile of
patients with ALL and NHL will be able 1o improve understanding abeut the outcome of
treatment, to find solutions that ean facilitate clinieal approach and adhesion to freatment,
as well a5 to reduce the complications of mistreutment thit may increase human and social
costs, The aim af this study was to describe the characteristics of patients with ALL and
NHL such a5 age, sex, origin, dingnosties and evelution of 1reatment, The patients were
assixied at the Ont patient Chemotherspeutic Unit of Albert Sabin Child Hespital-CE from
January 2001 10 Decenber 2005, Duta for this deseriptive study, obtained by a review of
medien] registers, were put in tables to obtain percent values, 254 registers were analyzed.
The most frequent pathology wis ALL (87%); 61% male patients; 43% living in Fortalez;
age range 0-5 (45%Y; 519 6-10yr; 345 with exitus Jetalls; 519 with unknown evalution.
In spite of being # pretiminury stuely, the results about pathology, sex and age were
equivalent 1o those of world Titerature, Other information need to be obtained in order to
clarify the high percent of deuths and the unknown evelutien so as to contribute to improve
the clinical und therapevticnl assessment of patients, Supported by FUNCAP and CNPq.

A NEW INTERDISCIPLINARY MODEL FOR POST-GRADUATE
PHARMACY EDUCATION IN ADYANCING PRACTICE
S Curtis, § Dhillon, N Bhalla
University of Bertfordshire United Kingdom

The role of Pharmacists is changing rapidly, Pharmacists play o key role in providing
health udvice, are readily accessible to the public, and their key rele in helping patients
manage their disense effectively has been endorssd by government policy, To support this,
phurmacists in the UK ure developing their role as supplementary prescribers and the
government has recently announced the approval for pharmacists to become independent
prescribers,

The School of Phurmacy at the University of Hentfordshire is developing a new
Posteraduate framework for interdisciplinary learning for Advancing Phurnuey Pructice to
meet these new roles. This framework builds on the expertise of the Unbversity's Fuculty of
Health and Human Sciences in inter-professional learning and provides o programme to
meet the needs of an Advanced Pharmacy Practitioner for the future, The framework
provides & unique opportunity for & new School of Pharmiacy to effer u practitioner based
programme with inter-professional learning oppertunities, The progrumme aims to enable
the pharmacist to:

. develop skills to influence und deliver evidence based healih cave

. demensirate the ability to learn and congolidite the practice of pharmaey in an
inter-professiona] learning framewerk, The programme structure coniprises Core modules
on Evidence-based Practice, Rigk Management, Work Placed Learning, and Research
Methods, Swdents can then select from o runge of specizl pharmacy modules and madules
from other programmes (including from post-graduate medicing) which are of common
interest,

Benefits of tis framework include:

. Facilitation of inter-professional lenming and working for the pharmacist
practitioner :

. . Responsiveness to the needs of contemporary inmter-professional praciice
meeting the National agenda for professiona) development of individua) pracritioners.

. Belter use of resources and expertise by the integration of modules across
courses and Schools.

HPS-P-091 .

CASE REPORT: HYPERTENSION ASSOCIATED WITH VASO-
' VAGAL SYNCOPE
P.S. Araijo’, M. P. Pacheeo®, R, Martins?, V., C. Alves®, M. Maia®
'FTC/UNIME Brazil 2FTC-Pharmacist and Professor Brazil *FTC - Students
of Practice V of College Brazil

AIM Bvalsase Drug Therapy Problems (DTP) in a patent with high bloed pressure (BF)
and'vaso-vagal syncope, METHOD Patienl care process: 1) ussess drup-related needs
{ussure un indicnted, effective, safe and convenient drug therapy); 2) identify/categorize
DTP; 3) develop cars plan; therupy gouls and inlerventions 1o solve DTP; 4) follow-up
evaluation, The DTP categorization adopted the Pharmacotherapy Work-up® format.
Consent form signed. CASE DESCRIPTION Women; white; 56 yeurs; menopaused at 33;
depression and sujcide auempt after genitor loss; deelared regular physical activity, bul
trregular diet. Patient in alendronate 1Omp/dny and HR tor osteoporosis; in metformin
500mp/cay for Dinbeles type 2; irregular use of enalapril 25mg 12/12 for Hypertension;
complzined repented dizziness, fuinl, nauses and emesis episodes, which related to de-
compensating BP faciors such ay drug therapy nancompliance, nutritlonal factors and
depression, RESULTS/DISCUSSION DTF identified: 1) Indication — needs additional
drup therapy - synergistic effect, caleium and viwmin D for osteoporosis; 2)
Noncompliange - isregulur wse of enatapril, Therupeutic goals: BP <; 135/80 mmHg;
glycuemiz <; 130 mghlL; maintain or iwprove bone mineral density and avoid fractures,
Pharmucist's interventions: suggested enlgium 600 mp and vitamin d 400 Ul/duy,
instrueted regular drug therupy use and Jow sodium, sugar and carbobydrute tntke, Holler
showed BP control and during syncope episode Tilt test was positive, confirming vaso-
vitpal syncope. Patient received nan-pharmueslogical instructions Lo control vaso-vagal
zpisodes, CONCLUSION A relevant contibution of the pharmicist In (his case was to
promote BP control, eliminuting cuusality between patient's pressoric levels and
compiaints, Phanmacist conjunct working with other health care professionals can
abbreviate problem resolution, Acknowledgement: CEDEBA/DASF/SESAR,

BPS-P-092

CASE REPORT: OSTEOPOROEIS AND CHAGA'S DISEASE (CHD) ~
ELECTROLYTES AND ELLECTIVE TREATMENT
P.5. Aratjo’, M. P. Pacheco?, R. Martins®, K. Mascarenha®, L. 8. Macedo®, T.
C. B. Costs®
TBTC/UNIME Brazil *FTC-Pharmacist and Professor Brazil *FTC - Students
of Practice V of College Brazil

AIM evaluate cileiuny and raloxifene usz in a Chagasic patient with osteoporosis,
METHOD Putient care process: 1) assess drug-related needs {assure an indicated,
effective, safe and convenient drug therupy); 2} identify/calegorize DTP; 3) develop cure
plan: therapy goals and imerventions o solve DTP; 4) follow-up evuluation. The DTP
categorization adopted the Fharmucatheripy Work-up® format, Consent form signed,
CASE DESCRIPTION womun, black, 54 years cid, Ostecporosis since 2001, using
ralexifene 60 mp/day; ChD for 15 years with heart fuilure (HF), megacolon and
meguesophupus, using digoxin 0,25 mg/day and hydrochloratiuzide (HCT) 25 mg twice n
waek; simvastutin 20mg preseribed for eholesterol (222 mg/dL), Complaint ubout lower
limb pain, end eventua) head und stemach ache, DISCUSSICN/RESULTS DTP identified:
1) Sufety - Adverse Bfizet — undesired effect — raloxifene causing limb pain and cephuleia;
2) Sufely — Adverse Effect — contry-indicution = reloxifene rising thromboembelism (TE)
risk; 3) Indication ~ unnecessary drug therapy — HCT; 4) Safety — Drug imeruction —
citlelum, HCT und digoxin — hyperenteaemis can cause dungerous prrythmios, With the
therapeutic gouls of maintaining or recovering bane mineral density and avoid fructuress
maintain HF comrol; und avoid TE episode, the following interventions were considered:
substitution of ruloxifene by culecitonin; HC'T interruption considered; non-pharmucologic
instructions for lower limb pain; and seric caleium moniloring to avoid HF de-
compensution, CONCLUSIONS Osleoporosis association with ChD constitates u
therapeutic dilemmmn, since calcium supplement is indicated for asteoporosis, but can
interfere in HF control, Therefore, patient care process focusing DTP in patients with
chronic diseases and poly-therapy fuvorites n maore complete health evaluation, svoiding
undesirible evenls with drug therapy use. Acknowledgement: CEDEBA/DASF/SESAR.
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HPS-P-093

HPS-P-094

DRUG THERAPY EVALUATION IN AN ASTHMATIC PATIENT
ASSOCIA’I‘ED W"ITH OTHER DISEASES
P.S. Araujo N. V. Barreto?, G. S. Souza®, L. M. Souza®
'FTC/UNIME Brazil 2FTC-Pharmacist and Professor Brazil *FTC - Students
of Practice V of College Brazil

AIM: to evidence the importunce of Pharmaceutical Care practice provided to patients with
multiple disesases, METHOD: the process followed the Pratocolo Clinieo ¢ Diretrizes
Terapéuticas’ norms from the Health Ministery and the Drug Therapy Problems (DTP)
chassified nccording to Dader’s method. CASE DESCRIPTION: Women, 42 years, with
40% eye lesion due to Disbetes Type 2 (OM-2), complying to drug therapy, pliysical
exercises, diet and socisl alcobol ingestion. Using metformin 850 mg 12/12 for DM-2;
nifiedipine retard 20 mg 12412 for hypertension; mirtazapine 45 mg/day and clonazepam 2
mghlay for depression; patient declares initial therapy with formoterel/budesanide
12mg/400meg 12/12 for agthma, but due to symploms persisience, started 10 addiljunnlly
use budesonide 32 meg (nasal spray) and budesonide 200 meg (inhaled powder); and using
dipyrone 300 mg whenever necessary for headache, RESULTS & DISCUSSION: the
following real and potential DTP were identified: a) quantitative unsafety drug therapy
problem, due to corticosteroid use with DM-2 which is an aggravating factor 1o patient’s
ocular problem; ) quantitative unsafety drug therupy problem, because of multiple uses of
corticosteroids, presenting excessive dosage, Patient’s bload pressure was stable
{130/80mmHg) confirming compliunce to anti-hypertensive and low sodium intake diet,
CONCLUSION: Pharmaceutical Care appears as an important practice within the health
care team, granting a better quality of life for patients in use of multiple drug therapy,
where drug interactions, adverse effects and mode of use are stressed and patient
motivated to camply with pharmacotherapy.

HPS-P-095

IMPORTANCE OF THE PHARMACIST AMONG MULTI-
PROFESSIONAL TEAM AT AN ASSISTANCE POLE FOR
PATIENTS WITH HEPATITIS C
P.S. Amaiijo’, A, §. C. Brasi, A, Ol]VEllﬂ R. D. C. Fernandes®, G. S,

Santana®
'FTC/UNIME Brazil 2FTC-Pharmacist and Professor Brazil *Pharmacist -
Hospital Manoel Vitorino Brazil

AIM: pharmaeist interview of a patient taking part of the Exceptional Drug Program
(Programa de Medicamentos Excepcionais) at Hospital Manoe! Vitorino, Selvador, Bahia,
Brazil. CASE DESCRIPTION: Woman, black, 41 years, BMI 15,6 kg/m2. Using
Peginterferon 100meg 0,36 mL once n week and 2 pills of Ribavirin 250 mg 12/12 for
Hepatitis C (HCVY); using anti-retrovirals Lamivudine (3 T.C.} 150 mg, Zidovudine (AZT)
400 myg 12/12 h, and Efavirenz (EFV) 200 g 12/12. Patient demonstrated initially
uncomfertable and disbelieved about the assistance provided by health care professionals.
RESULTS & DISCUSSION: the fallowing DTP were identified; a) drug interactions
petween AZT und Ribavirin, developing a severe anaemia (Hemeglobin 6,0 g/dL.,
Erythroeyte 2,62 million/mm3}, having as consequences patient internment for
haematologic reposition, HCV and HIV drug therapy interruption and Erythropeietin
introduction; b) inhibition of patient to collaborate in his assistance process. [nterventions
carried out by the pharmacist wete: 1) communication of health problems previously
unkown to patient’s docter; 2) information of non raiorality of drug therapy regimen, with
suggestion of Erythropoietin introduction, Peginterferon/Ribavirine temporury interruption;
3) patient was sent to an emergercy service. After that, patient was followed-up weekly by
the pharmacist, where exams results and possible adverse effects were monitored,
attempting also to patient's eommodity and she was sent 10 4 psychologist,
CONCLUSION: the importance of the pharmacist at an "Assistance Pole’, managing
problems that may appear and interacting with other health professionals, contributing to u
suecessfull treatment, recovering health team’s credibility before the patient.

HPS-P-096

DRUG MANAGEMENT IN A PUBLIC GERIATRIC RESIDENCE: AN
APPROACH.
E.M. Vega, EM. Vega, S.A.N, Uema, RS Villares, P.D, Armando
National University of Cordoba Argentina

Introduction

Older adults ure major consumers of drugs. They are more likely to take multiple
medications, so that they are at greater risk for drug-related problems.

This residence is a public factlity of the Municipality of Cérdoba where older adults live.
Like an elderly nursing home it lias o health professional team for residents’ care,
Nevertheless, the institon bas no pharmacist.

Drug supply Invelves selection, ucquisition, storage, distribution, dlspenkmg, and
information as supporting services. These are referred to pharmacy management.

The aim of this presentation is 1o carry ont a diagnosis about the basic detivities of drug
masagement at institutional level.

Methods-—Setting: public residence for older adulis with social and ecenomic needs.

For the diagnosis, different activities were planned, such as visits 10 the institution for 3
months, participant observation, and reunions with physicians, nurses, and other personnel
related to drug supply.

Results

There are 140 residents in 5 houses. 120 receive at least one drug, Supporting secvices
assessed were the following

* Drug seleetion; There is neither a drug fermuliry approved for the institution nor
Pharmacy & Therapeutics Commitiee.

* Dyug acquisition: Open tender, monthly restricied tender, direct purchuse, and danations
are the methodologies used,

Thete are no registers of historic consumption, The drug storage is not centralized and
there is no control of expiration date.

* Drug distribution (dispensing): Traditional disuibution by restocking wards 15 uged.
There is & lack of procedures for distribution and dispensing.

* Drug information: There I no library for the health team, Only commereial lterature is
available at the institution.

Discussion:

Supporting services for drug management are required, Drug supply can be organized with
professionulism if o pharmacist is integrated as o member of the health cure team.

HOSPITAL PHARMACY: A TECHNICAL EVALUATION OF THE
SERVICE
P, T. C Paulo, D. R. Marques
Universidade Estadual da Parafba Brazil

The hospital pharmacy actually do not stay restricted only to lechical and scientific aspects
connects with medicines, but it is responsible for management of activies for reduction of
the costs, rationalization of weord and guarunty of the appopriate utilization of the
medicines koo, This work had as objective to evaluate the hospitul pharmacy service of the
Regional Hospital of Urgency and Emergency from Camping Grande-PB, scoording with
Lechnical standards have defined by National Agency of Sanitary Vigilance(ANVISA),
Evaluation involved identification of avaiable structure(niaterial and human resorts) and of
processes have made(services and activities), through of a pre-fixed formulary, Among 151
items that were in formulary(100%) only 88 theirs(58,28%) could be applied in this
evaluation, 46(52,27%) were met satisfuctory way, they were accomplishing with
ANVISA exigencies and others 42 itens(47,73%) did not satisfy exigencies, From 63
items(41,729) were not evaluate because they bave not existed, we can quote activities of
pharmacotechnical, dilution of germicides and information about medicines. A Central of
Pharmuceutical Provisioning had a good location and organization that facilitated the
uctivities carried out, bitt the stornge of the hospital materials and others products were
being made of inadequate way in the storeroom. The distribution system of medicines that
was been utilized by the hospitul was personal, but evatwation of preeribes had not been
made of adequate way, The pharmacist is present in the pharmacy at significant number
ande they are members of Drugstore Comission of therapeutics and Comission of Control
of the Infection Hospitalar, So in agreement with ANVISA orjentations the hospital
pharmacy does not carry out basics standards that are demands, because haif of items were
not met in pharmacy of satisfactory way.

Key Words: hospital pharmacy, standards, national sanitary vigilance,
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HPS-P-097

EVALUATION OF THE SERVICES OF ANTINEQPLASTIC
CHEMOTHERAPY IN A HOSPITAL IN CAMPINA GRANDE-PB,
: BRAZIL
P. T.C Paulo, PTC Paule, A.S. Portela
Universidade Bstadual da Parafba Brazil

The sntineaplastic chemotherapy is the applied methad more in the trearment of the cancer,
hewever it offers risks to the involved professionuls and nor alweys the patient receives an
ntiendance adequaie, Alminp ot the quulilification of the service the Agéncia Nacianal de
Vigilancia Sunitdria (ANVISA) sanctioned the Resolution RDC n° 220, of September, 21th
af' 2004 thut it approved the Regulation Technician of functioning of the Services of
Antineoplastic Therapy, which fixes the demunded minimum requirements. The werk has
a5 chjective to evaluate the service of antineoplustic chemotherapy in a hogpital in
Campina Grande~-PB, Brazil, The research was carried through in the period of March the
June of 2005 with gotten data mediantes inspections througly visits in different schedules
and procedures, the results hid been correlated ond had been compared with the norms
estublishes for the ANVISA. Analyzed the service we classify itas defictent, showing the
neeessity of magnifying and reform of the infrastructure of the sector, mainly for the fact of
the institulion to possess an exclusive atrendance in this specialty and o count on 2 proper
pharmaey. It was observed existing inefficiency in the necessary area of dispense
medicines. The Equipment of Individual Protection it way evidenced its use during the
manipulation, bul they are not hie adjusted ones for this procedure, and becoming irregular
it use in the adminisiration of antineoplustic medicines. Also, we do*nt find the
accomplishment of previous descontumination of the materials, neither of the remaining
portions of medication and excretion of the patients submitted the chemotherapy.

~ HPS-P-098

THE PROCESS OF DRUG DISPENSING AND DISTRIBUTION IN
FOUR BRAZILIAN HOSPITALS
AEB.C. Silva', AEB.C. Silva', AL Miasso®, R.C. Oliveira®, F.T. Fakih?,
F.R.E. Gimenes, D.P, Lyra Jinicr’, S.H,B. Cassiani®
'Federa! University of Goias Brazil *University of Sfio Paulo Ribeirso Preto
Brazil *University of Pernambuco Brazil *Federal University of Sio Paulo
Brazi)

Almg: This study aimed ot identifving and describing problems found in the process of drug
dispensing and distribution by phurmacy services in four Braziliun hospitals, Methods: A
multicenter descriptive study was carrled out in twa steps: an interview with providers
involved in the medicution processes and then non-participating observation of their
environment and practices. Results: Only one hospital was found to have a bar-coding
dispensing system connected to 2 computerized prescription system, 1n all participating
hospitals at least 80% of drugs were dispensed and digtributed as unit doses but in none of
them pharmacists ussessed prescriptions. Work environmenzs were nojsy und interruptions
were freguent, and both drug orders and supply were found to be inadequate, Conelusions:
The study findings showed that the processes of drug dispensing and distribution in
Brazilian hospitals encounter several problems, mostly associated to work environment
conditions and inadequacy of drug ordzring #nd requests. These factors constilute stressors
to the health care leam, resulting in decreased preductivity, delays in processing orders and
sending out drugs 1o the requesting units #nd, consequently, compromising nursing work
and patient care, There is, therefore, s need for improving pharmacy services which will
require restrocturing the process of drug dispensing and distribution since adequate drug
use s closely associated to the quality of ali processes of the medieatian system. The
following was proposed to improve (he process: implementing 2 computerized prescription
system, unit doses, and bar-coding dispensing system; improving work environment
conditions; znd pharmacists should review preseriptions.

HPS-P-100

HPS-P-099

PRESCRIPTION ORDERS: CONTRIBUTIVE ASPECTS TO
MEDICATION ERRORS
AEB.C. Silva', AL Miasso”, A.E.B.C, Silva', R.C. Oliveira’, T, Fakih*,
D.P. Lyra Jinicr?, 8.H.B, Cassiani®
'Federal University of Goias Brazil *University of Sfio Paulo Ribeiriio Preto
Brazi! *University of Pernambuco Brazil *Federal University of Sio Paulo
Brazil )

This descriptive and exploratory study aimed to idenrify and evaluate the contributive
aspects 1o medication errors, The study wag developed inlo four universities hospitals in
scutheast, northeast and center-east regions of Brazil. The results revealed that the problem
of illegibility in hund written preseription remaing, Besides that there are a lack of pattern
concerning the use of generic or Jand mark names of medicines and & lack of justify for non
administrated doses, We realized that this siucdy showed the great amount of vulnerable
points in medication system that requires system improvemenl for # beiter quality and
safety to the patients,

REDUCTION OF COSTS PROMOTED BY THE HOSPITAL
PHARMACY OF MATERNITY FREI DAMIAC, JOAO PESSOA - PR,
BRAZIL.

P.T. CPaulo!, RM Finizole®, PTC Paule!, EE.R. De Amorim®
YUniversidade Estadual da Parafba Brazil *Universidade Federal da Parafba
Brazi! Brazil

‘The Hospital Pharmacy is a clinical, administrative unit and technique, directed for
pharmaceutical professional, this gives hospitul services that assure the therapentieal
medicamentasy to the patients with quality, effectiveness and security, promotes the safe
tnd rational use of the sume anes, It was in this intention that the Maternity Frei Dumifio
opted for pharmacy hospitalur's impluntution 24h{twenty-four hours), This type of service
#liows # bigger control in the dispatch of medicines and hospital material-medical,
Objective: Hospitel redoction of the consumpiion and the financial medicine costs and
materizl-medical. Methodology: Three sequence months had been chosen, after the
cpening of the pharmacy that was in july/2005, where in sccordance with the daily
consumpticn smived it the monthly consumption of each jtem and were compared with the
previous year, for simple sttisticn] calevlations were possible to evidence the proportionn]
cost Lo each year, thus establishing a correlation enters the years of 2004 and 2005, Resuits
and discussion; The consumption in ftens and total reals, referring to the hospital medicul
materials (MMH) and medicines between the years of 2004 and 2008, when comrelated
they represent o economy of R¥ 28,427.74 und RS 8,998.20 respectively. The relition
between the toti financial costs of 2004 und 2003, referring to the ciled months,
represents an average (ot cost of 143.571,40 in 2004 while Lhat in 2005 it was of
106.145,46, thus entering, o totu) economy of 37.425,94, must also be standed out the ac)
of contract of new employees und wage increase, resulting still in a economy of R$
36,405,94. Conclusion: The implantation of the Hospitul Pharmucy twepty-four hours
provided & reduction of costs and represented 4 economy of 25,36 %. This possible, sume
having was observed, u considerable addition in the number of surgical procedures,
however the Institution had consideruble & Tinancial profit, promoting the health with
security,
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HPS-P-101

HPS-P-102

ELECTRONIC PRESCRIPTION AS CONTRIBUTORY FACTOR FOR
HOSPITALIZED PATIENTS' SAFETY
A.EB.C. Silva, AL, Miasso?, F.R.E. Gimenes®, D.P, Lyra Jdnior’, S.H.B,
Cassiani®
‘Federal University of Goias Brazil *University of S%io Paulo Ribeirfio Preto
Brazil

Atms:The following study was performed to identify factors related to medication etrors in
the computerized physician order entry and their advantages and disadvantages according
to doctors, nursing team and administrative officers, Methods: It is u survey descriptive
study carried out at three units of a Brazilian academical hospital in the southeast area,
The study was divided in two phases, In the first phase, we analyzed a 1otal of 1349
prescriptions from general medical unit, surgical and orthopedic wards during 30 days
consecutively, A semi-structured instrument, elaborated by a group of researchers for the
study propesals, was used. In the second phase, a semi-structored questionnaire was
applied (o the health professionals containing closed and open items approaching their
opinion about the composition of electronic prescription, the advantages and disadvantages
of them, and their suggestions for its improvement. Results: Out of 1.349 prescriptions
observed, 17,5% presented deletions, 25,0% medicines written manually and 17,0% of
them were incomplete, Some of the advantages pointed by health professionals were its
legibitity {37,59%), little ime spent when elaborating and emitting them (20,5%) and the
way they are a practical and organized (8,0%). The disadvantages pointed were repetition
of previous prescriptions (34,0%), typing mistakes (17,0%), dependence on camputers
(11,09%) and alterations made manually (7,0%), Conclusions: We conclude, thig way, that
the computerized preseription order entry represents # great progress among the strategies
used to minimize medication errors caused by prescriptions badly formulaied. However, it
doesn't eradicate the possibility of medication error occurrences, needing some system
medifications, :

HPS-P-103

RATIONAL ANTIBIOTIC USE IN THERAPEUTICAL THE
SURGICAL ONE IN HOSPITAL OF THE BAGE CITY
M. Bittencowrt', R. da 8, Duarte?, C. Noal®
1Univ, de Pelotas & da Campanha Brazil *Universidade da Regifio da
Campanha Brazil

The antibiotic therapy has the purpose to cute an infectious illness or to fight 2 situated
infectious agent in one determined focus of the infection, 1t is one of the main responsible
causes for the Incorrect antimicrebials use hospital level e, its accomplishment, of argued
form and standardized he is one of the points most important of the program of antibiotic
control. In this study the antiblotics more used in antibiotic surgical therapy in the Saint
Casa de Bagé, as disgnostic had been identified of the rational antibiotic use verifying itself
it necessity of bigger information lo the professionals of health how much to the adequate
antibiotic use. ’

HPS-P-104

CLINICAL PHARMACISTS USE PASS AND TC PROMOTE
RATIONAL DRUG USE
Y. Yang, M. Ji, X, Shen
Shanghai Fifth People's Hospital China

AIM:Ta ensure patlent’s medication safety and 10 promote rational drug use.
METHODS:5000 inpatient prescriptions in 2003~2005 in our hospital were sampled; in
which, the irationa prescriptions were classified and analyzed statistically based on
prescription automatic screening systemi(PASS) phormacological knowledge and
literatures. RESULTS: 310(6.2% of the total) invalved irrational drug use .The irrational
drug use problems were mainly seen in drug interactions, the repetitive use of drugs, drug
dosage exceeding the limit dose menstruum application and improper application.
CONCLUSIONS:PASS provided an effective means for fnstructing and monitoring use of
drug in the clinic,

INTERACTION BETWEEN BEZAFIBRATE AND WARFARIN
Y Cho', K Chu', Y Tam?, W Liou'
Mri-Service General Hospita] China Taiwan *Taipei City Hospital China
Taiwan ’

Objective: To report n cise of increased international normalized ratio (INR) afier addition
of bezafibrate,

Case Summary: A 73-year-old man with multiple medical conditions was stabilized on
long-term warfarin therapy. In 2 consulting interview, the pharmacist found his INR was
high {5.29) and noted an occurrence of ora) hemorrhage. The patient denied changes in
diet, alcohel ingestion, compliance with therapy, or changes in drug regimen except for the
addition of bezafibrate, Before starting bezafibrate therapy, his INR values were within the
therapeutic range (2.57). A chart review and evaluation of parameters, such as other
changes in drug therapy, liver function, and drug-disease interactions, found none that
could be ruled as contributory. The patient’s INR was decreased to within therapeutic
range (1.98 and 2,27) after bezafibrate withdrawal, and then peaked again at 3.36 upon
rechallenge,

Discussion: The mechanism of interaction between the two drugs remuins unclear, Fibrate
antihyperlipidemic agents are mild to moderate inhibitors of CYP2C9, the enzyme
responsible for warfarin metabolism, and can thereby decrease metabolism of warfarin.
The fibrate derivatives alse mostly bind to protein and have the potential to displace
warfarin from its binding protein, leading to an enhanced hypoprothrombinemic effect. The
combination of these effects mny increase the anticoagulant response to warfarin, Another
possible mechanism is interference with clotting factors’ synthesis, In this case, the adverse
drug interaction was assessed 4 'definite’ on the basis of a score of 9 on the Naranjo
probability seale,

Conclusion: If the combination of warfarin and fibrate antihyperlipidemic agents is
clinically necessary, # 30-40% lower dosuge of warfarin with careful INR monitoring is
recommended.
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IPS-P-001

IPS-P-002

EFFECT OF ADDED PHARMATOSE DCL11 ON METRONIDAZOLE
SUSTAINED RELEASE FROM METHOCEL K4M AND CARBOPOL
971P NF FLOATING MATRICES
R. Villafuerte-Robles', R. Cedillo-Ramirez!, L. Hemdndez-Ledn
"Nationa} Polytechnic Institote Mexieo *Universidad Autonoma
Metropolitana Mexico

In vitro dissolution of metronidazole sustined release from floating tablets has been
studied varying the proportion of sodium bicarbonate (SB) and Pharmatose DCL. 11, Two
palymers with different hydration characteristics, Methoce] K4M and Carbopol 571P NF,
were used to formulale the matrices, The variables studied include the matrices release
profile, hydration volume aad the floating behavior, All Methoce! matrices floated more
than B hours with SB proportions up 1o 24% while Carbapol matrices floated this time only
with SB proportions up to 12%, Matrices hydration increased with time, showing a
maximum and declining thereafter, Methocel matrices showed greater hydration valames
and greater drug dissolution compared to Carbopol matrices. After addition of increasing
quantities of Pharmilose Lo matrices containing 12% SB the hydration volume decreases ag
well as dissolution inereases. These resulls are considered due to water filled pores formed
after Pharmatose dissolution and to lesser polymer proportions, Carbopol mitrices showed
greuler susceptibility to Pharmatase addition, becoming mare erodible and releasing higher
quantities of metronidazole, The greater Carbopol susceptibility to Pharmatose addition is
atiributed to its entire faster hydration. Methace! matrices hydrate rapidly only at the
surface delaying the entire hydration and Pharmatose dissolution.

IPS-P-003

COMPARATIVE EFFECTIVENESS OF 02-H202 MIXTURES
PLASMA STERILIZA TION TECHNOLOGY
L.M.E.S. Sitva!, AL, Moreire®, D. Oliveira', M.R. Boseariol!, N, Orsonez=,
RD, M'ansanoz, T.J.A. Pinto'
'Faculdade de Cigncins FarmacEuticns Brazil 2LSIYPS1 Eseola de Engenharia
Pelitécnica Brazil

The plasma sterilization technology advanced rapidly wilhin recent years; o number of
laboratories having reported prent possibilities for use in thermossensitive matters as
aliernalive to conventional processes. Furthermore, plasmaz sterilization is safe, hoth for the
operator and the patient, in contrast 1o B1O, In this wark, studies were performed taking
into account a Plasma sterilization technolegy using a Reactive lon Biehing (RIE) reactor,
Power was applied a1 13.56 MHz using a 6 inch diameter electrode, The gases tested were
pure oxygen and oxygen and hydrogen peroxide mixtures in 190:10, 180:20, 160:40 sccm
ratio and gas fiow held constant 200 secm, pressure at 0.100 tarr and Radio-Frequency
power at 25W, 50W, 100W and 150W, The exposition times were 3 to 120 minutes and
temperature below G0°C. The biclogical indicator used was Bacillus sublifis var, niger
ATCC 9372, wilch was inoculated in glass carries (18 x 18 mm) ina load of 2,0 x 107
CFUfsupport. Pragrassive reductions of the initiai microbial eount could be ebserved in the
D-values witch were 215.9, 55,5, 9,15 and 2.91 minutes for pure oxygen Plasma 1t 25W,
50W, 100W and 150W, respeetively, Oxygen and hydrogen peroxide mixtures Plasma

- showed-D-values: 180:10 (D= 6,41 min,), 180:20(1>=6.47 min.) and 160:40 (D= 4,02

min.) at 100W and 150:10 (D= 1 47 min.), 180:20 (D=3.11 min.) and 160:40 {D= 1,94
min,} at 150W. Seanming Electron Micrescopy (SEM) analyses showed some damage on
the spore conex, Processes using plasma as main sterilization agent are presented effective
in challenge with biological indicators, The plasma represents the most welcome
sterilization \echnology in thermessensitive matters and 1 great potential to replace
cenventional sterilization methods in the near future,

IPS-P-004

INDUSTRIAL PHARMACY RESEARCH AND PRACTICE IN
NIGERIA
1O, Ugwuanyi, 8.1 Ofoefule
University of Nigeria, Nsukka Nigeria

The academia and the pharmacentical indusiry offer career opportunities for pradustes of
Pharmacy in Nigeria. With nine Pharmacy schools snd emerging new ones offering courses
in industrial Pharmacy, the relationship between industrial Pharmacy research and practice
is expected to grow with the nexi decade, A recent emphasls on the promation of
manufacture of phurmacenticals locally has further stimulated research within the academia
with increasing emphasis on pilot scale-up industrial production, The relevance and future
of rexearch findings in relation’to industrinl applicution and practice are highlighted as they
relate 1o industrial Pharmacy practice in Nigeria. The relevance of academic research in the
field of industrial Pharmacy ahd the development and practice of industrial pharmacy in
Nigeriu Is explored. ‘

keywaords: Industrin) Pharmacy, research, industry, practice,

EFFECT OF STEARIC ACID ON THE PROPERTIES OF
METRONIDAZOLE FLOATING MATRICES: CARBOPOL 971P NF
MATRICES
R. Villafuerte-Robles', H. Lara-Hemindez', L. Hemdndez-Lesn®
'Nationa! Polytechnic Institute Mexico *Universidad Autonoma
Metropoiitana Mexice

The preperties of metrenidazole sustained release floating tablats have been studied
varying the propertion of the Jubrieunt, stearc acid, on formulations with and without
sodiem bicarbonate (SB) ard Carbopol 971F NF. The muatrices were adjusted to obtain a
fixed tota] weight of GOO mg, The variables studied include technologieal properties of the
teblets such us tablet hardness und ejection pressure, the drug release profile, the hydration
kineties and the ficating behavior, Tublets without bicarbonate did not float with exceprion
of those containing the greater lubricant concentration (150 mghab), Tablets with sodium
bienrbonate fiosted an average of 6 hours, Matrices hydration volume increased with ime,
showing 2 muximurm and declining thereafier, The drug dissolution increases with
inereasing eoncentrations of stearic ucid in the tableti. The same wend is observed with
malrices containing sodium bicarbonate however the dissolution is 10} 5% lesser. The
release mechanism is predominently controlled by diffusion in matrices without
bicarbonate {nprom=0,565) while with bicarbonate the mechanism is shifted toward
relaxation and erosion (rprom=0.709). These results are considered due to decrenging
matrices coherence with an increasing quintity of stearic acid and a reducing polymer
proportion as well us to the obstruction effect on the diffusion path by the COZ2 bubbles
formed after reaction with an acidic medtum,
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IPS-P-006

IPS-P-005

URINARY TRACT INFECTION IN PREGNANCY
R. Abdel Hameed', AM Zaki®
'Mist University for Science &Technology Egypt *Ein Shams University
Egypt

Aim of the Study:

Urinary tact infection (UTI) during pregrancy is 2 common cause of serious maternal and
perinatal morbidity, This study was done to establish 1 wreatment protocol suitable for
urinary tract infection in Egyptian pregnant women.

Patients and Methods; .

Egyptinn pregnant women were screencd for the presence of bacteriuria, Patients with
proven bacteriuria were further investigated, treated and monitored, The following tests
were done before and after treatment: complete urine analysis, cultre and biochemical
identification tests, and antibiotic sensitivity tests,

Results;

The study involved 165 pregnant and 25 non-pregnant women. UTIs were found in
43.64% (65.2% asymptomatic) pregnant and 16% (75% asymptomatic) non-pregnant
patients. The peak of UT] in pregnant women were found in the young age (26-30yr), 2nd
trimester and mulli-para patient groups. Escherichia coli was the most common isclated
microorganism (54.12%) in both groups. In pregnant patients, it was followed by
Klebsiella oxytosa, Stapylococcus saprophyticus, Proteus mirabilis, Staphylococcus
aureus, Pseudomonas aeruginosa and Enterobacter colacae respectively. Mixed infections
were only found in pregnant patients most of them were symptomatic, Duration of
treatment needed were 7 days. Most of the isolated uropathogens were sensitive to
cephalexin, co-amoxiclave and cephadroxil respectively. A Yower sensitivity was found to
amoxycillin and high resistance against ampicillin.

Conclusion;

1Al pregnant women should be monthly screened for UTI

2.Most of UTIs are asymptomatic except mixed infections,

3,Bscherichia coli is the most common causative organism,

4.For effective treatment use small doses of antibacterial agent for 7 days. Oral first
generation cephalosporing and co-amoxiclave are the most effective treatment.

5,Patient education about the disease, personal hygiene and importance of therapy is very
imporiant to ensure successful treutment.

IPS-P-007

THE USE OF THE TASTE SENSOR IN THE EVALUATION OF THE
TASTE MASKING OF FAMOTIDINE
T. Uchida’, E. Tsuji? E. Tokuyama', S. Okada'
"Mukogawa women's university Japan *Mukogawa women's university Japan

The purpose of the present study was the quantitative prediction of the bitterness-
suppressing effect of sweeteners (sucrose or sugar aleohols) on the bitterness of famotiding
{or quinine as control) sclutions using an artificial taste sensor, The bitterness of
commercially available, orally disintegrating, tablets containing famotidine was also
evaluated using the sensor,

Firstly, we examined the response characteristics of the senser response o sweetness, The
sensor membrane is charged negatively in the presence of sweeteners, which tend to
receive pratons from one of the components of the sensor membrane. The magnitude of the
sensor response was shown to increase in direct preportion to the concentration of the
sweetenzr.

Secondly, we used two different methods 1o evaluate and predict the biermess-suppressing
effect of sweeleners on famotidine and quinine solutions. Method 1 was an indirect
method: a regression equation was calculated between the output values of the sensor
response (o sweetness and the sweetness intensity obtained in human gustatory sensation
tests of various sweetsners. The sensor output value of an unknown sweetener was Lhen
substituted into the regression equation and jts sweetness intensity predicted. The second
method was evaluation of the bitterness-suppressing effect of the sweeteners by evaluating
the bitterness intensities of 1 mg/mL famotidine or 81.4 pM quinine sulfate solutions
containing the sweeteners at various different concentrations by regression analysis. This
methed was mote direct and convenient than method 1 and enabled us to predict the
bitternass intensity of the sweetener sclutions directly.

Finally, we also evaluated the bitterness intensity of the dissolution media of commercially

available, orally disintegrating, tablets containing famotidine by the combined usage of
bitterness- and sweetness-sensitive sensor channels,

IPS-P-008

DEVELOPMENT OF DICLOFENAC PRODRUGS FOR ENHANCED
PERCUTANEQUS ABSORPTION
C.5. Yong', H.-G. Choi!, MK, Kwak', J.-D. Rhee', B.-K. Yoo', 1.-A. Kim',
W.S. Lyoo®, R, Kwon', C.-W. Yang', I.-K. Park’
'College of Pharmacy, Yeungnam University South-Korea 2School of
Textiles, Yeungnam University South-Korea

Purpose. To investigale the physicochemical characterization and in vitro evaluation of
alky! ester derivatives of diclofenac as potential decmal prodrugs of diclofenac. Methods.
The prodrugs of diclofenac were symthesized, and their physicochemical properties such as
solubility, pKa and stability in buffered solution and in human serum were investigated,
Furthermore, the permeation study of prodrugs across hairless mouse skin was carried out
employing flow-through diffusion cell. Results, The methyl- and ethyl- ester prodrugs
showed higher lipid solubility in terms of ectanol-buffer partition coefficients (log
Papparent) of 5.5 and 5.1 at pld 7.0, respectively, when compared with diclofenac. They
showed moderate chemical stability in aquecus solutions of various pH's except strong
acidic and basic conditions and were readily converted 1o diclofenac in human serum, The
prodrups showed a higher flux across the hairless mouse skin than diclofenac, with a
maximum enhancement of 2.6-fold compared to diclofenac. However, they showed shorter
lag time than diclofenac did, and poor aqueous solubilities. They were about 1000 times
more soluble in propylene glyco! than in aqueots solution. Methyl- and ethyl ester
prodrugs had the pKa of 6.9 and 7.2, respectively. Conclusion. Alkyl ester prodrgs of
diclofenac could be a potential candidate for improved dermal delivery of diclofenac,

BIOEQUIVALENCE EVALUATION OF AN ACECLOFENAC. .-
TABLET AND 50FT CAPSULE MEDICATIONS AFTER A SINGLE
ORAL DOSE TO KOREAN HEALTHY MALE VOLUNTEERS
C.S. Yong', H.-H. Han', D.-H. Oh', M.-J, Han', J.-Y. Choi', H.-G. Choi, J.-
D. Rhee', I-A. Kim!, M.-K. Kwak', B.-K. Yoo', W.5. Lyoo®
ICollege of Pharmaey, Yeungnam University South-Korea *school of
Textiles, Yeungnam University South-Korea

Purpose. To develop analytical methods for the quantitative determination of aceclofenac
inn human serum and fo evaluate the bioequivalence of an aceclofenac tablet and soft
capsule tablet medications munufactured in Korea,  Methods. The study was conducted
as a randomized 2-treatment, 2-period crossover design in 16 Korean healthy male
volunteers who received a single oral dose of 10 mg an aceclefenac tablet or soft capsule
tablet in each study period. Serum concentrations of aceclofenac up to 24 hours after oral
administration were determined using a validated HPLC with UV detection, In addition, in
vitro disselution profiles were studied. The pharmacokinetic parameters AUCK Cmax and
T'max were celculated from the serum concentration-time profile and the analysis of
varjance (ANOVA) was curried out using logarithmically transformed AUCE and Cmax,
and untransformed Tmax. The calenlated pharmacokinetic parameters were compared
statistically to evaluate bicequivalence between two medications.  Resulis. This
analytical method showed no interferences from endogenous substiance of human serum,
excellent sensitivity (limit of quantitation was 0,2ug/mi} und good precision and accuracy.
There were no significant differences between two medications in AUCt and Cmax. The
point estimates and 90% confidence intervals for AUCK (parametric and Cmax
(parametric} were 1,083 (1.003 ~ 1.173) and 1,072 (0.954 ~ 1.210), respectively,
satisfying the bioequivalence criteria of the Korea Food and Drug Administration, the
European Commitiee for Proprietary Medicinal Products and the US Food and Drug
Administration Guidance. The corresponding value of Tmax was 0,107, Both medications
revealed the comparable dissolutien profiles with the 67.73 similarity factor (f2),
Conelusion. These resitlts indicated that the two medications of aceclofenac are
bioequivalent and thus, can be assumed exchangeatle in clinical practice.

-161 -




Industrial Pharmacy Section - Poster Session

IPS-P-009

IPS-P-010

DEVELOPMENT OF TRANSPARENT IBUPROFEN-LOADED
SOLUTION WITH ENITANCED ORAL BIOAVAILABILITY USING
POLONAMER 188 AND MENTHOL
C.5. Yong', M-G. Piac!, D.-X. Li', 1.-3. Xvan", H.-G, Chot!, MK, Kwak',
1-D, Rhee!, B-K. Yoo', J-A. Kim!, W.S. Lyoo®
'College of Pharmacy, Yeungnam University South-Korea *school of
Texliles, Yeungnam University South-Korea

Purpose, To develop mnsparent ibuprofen-loaded solatipn with the enhanced oral
binavaiiubility using poloxamer und menthol. Method. The effects of menthol and
poloxamer 188 an the uqueons solubility of buprafen were investigated, The dissolation
and pharmucokinetic siudy of ibuprofen delivered by the poloxamer gels composed of
poloxamer 188 and menthe] wers then performed, Rexults, In the absence of poloxamer,
the solubility of ibuprofen inereased unti the ratic of mentho! to ibuprafen increased from
©:10 10 4:6 followed by s abropt decrease in solubility above the ratio of 4:6, indicating
thut 4 parts mentho! formed eutectic mixture with 6 parts jbuprofen, In the presence of
poloxamer, the solutions with the same ratio of menthal to ibuprofen showed abrupt
incrense in the solubility of ibuprofen, The poloxamer gel with mentholfibuprafen ratio of
1:9 and higher than 15% poloxamer 188 showed the maximum solubitity of ibuprafen, 1.2
mg/ml. Furtharmore, the poloxamer ge! with menthel [poloxamer/menthol/ibuprofen
{15/0.25/2.5%)] guve significuntly higher initial plasma concentrations, Cmax and AUC of
ibuprofen than did solid suppository, indicaring that the drug from poloxamer gel could be
more absorbed thin that from selid one in rats Conelusion, The resulty indicated that , the
-paloxamer gel with poloxamer 188 and mentho! wus & more effective aral dosage form for
ibuproten,

IPS-P-011

DEVELOPMENT OF LC-MS-MS METHOD FOR SIMULTANEQUS
DETERMINATION OF PROSTAGLANDIN El (PGEL) AND
PROSTAGLANDIN E1 ETHYL ESTER (PGE]-EE) INDOG PLASMA.
C.5. Yong', H-G. Chot', MK, Kwak', 1.-D. Rhee!, B.-K, Yoo', I.-A, Kim’,
W.5. Lyoo?, P, Balakrighnan', ICH, Bhandari', M, Newa'

'Collegc of Pharmaey, Yeungnam University South-Korea *school of
Textiles, Yeungnam University South-Korea

Purpose: To develop and validate liquid chromatography-mass specirometry-mass
spectrometry (LC-MS-MS) methad faor the simulianeaus determination of prostaglandin E|
(PGE!) and prostaglundin Bl ethyl esier (PGEI-EE} in the plasma of bengle dog,
Methods: 9-Anthracenecurboxylic acid was used ax an interna! standurd, The plasma
samples were deproteinized by acetonitrile and the supemnutunt was evaporated under
nilrogen gas, The residue was then reconstittted with methanel, LC gepararion was
perfermed on X Terra MS C-18 column. The mabile phase consisted of 1mM acetate
buffer (pPH3.3) and 90% acetonitrlle in water, Elution ratz and injection volume were

1 80ul/min und 20y, respectively, The initial mobile phise composition was 20% of 1mM
acetute buffer which was increased to 80% by # linear gradient aver 20 min and held for 3
min. The equilibration time between two injection was selat 7 min, resulting in totul
running time of 30 min, Results: Retention times of 9-anthracenecarboxylic acid, PGE]
and PGE|-EE were, 2,1, 14.56 and 19.3 min, respectivaly. The assay showed finearity
frem 2 ta 100pg/ml for both PGE| and PGE)-EE, Pracision expressed ay R.S.D, ranged
from 2.45 1o 18,59% for PGE! and 3.65 to 16.31% for PGEI-EE, Accuracy ranged from
06.1 to 114.9% for PGE) and from 92,5 to | 18.6% for PGEI-EE, Conelusion: This
method was very specific tnd sensitive, and could be employed successfully to follow the
time course of the concentration of PGE] und PGE!-EE in beagie dogs fallowing
intravenous injection of PGEI-EE,

 IPS-P-012

PREPARATION AND IN VITRO EVALUATION OF NITRENDIPINE
NANOPARTICLES
K. Bhaskar, V. Venkateswarlu, Y. Madhusudan Rao
UCPSe, Kakatiya University India

Aim

The aim of the present study is o develop Solid Lipid Nanoparticles(SLNs),Nane
Structured Liplds{NSL) and Lipirl Nanaspheres(LNx) a5 carriers of Niwendipine(NDP) for
topical application.

Materials und Methods

Nitrendipina(NDP),Soy bean oil,Dynasan § 16,50y phosphatidyleholine 95%, Tween
£0,Span 60,Poloxumer 1 88, ’

LNs were prepared by hot homogenization followed by sonication method, Size and zeta
potential of SLNs were measured by Photon Correlation Spectroscopy (PCS). The amount
of the NDP in the agueous phase was estimuted by HPLC, In vitro and ex vivo (rat skin
permention) reizise studies were performed in § % SIS phosphate buffer (pH 6.8) using
Franz diffusion cells, '
Results

NDP lipid/at} based formulations were prepured by reported method. NDP Lipid/ oi) based
formulations of NDP having mean size range of 80 o 150 nm and zeta potential range of -
28,2 to -44.,6 mV were developed, Entrupment efficiency of NDF Lipid/ il based
formulatians was found to be in the range of 86 1o 92 %,

Discussion )

Lipid/Oi] bused formulations were developed ta enhince and sustain the percutansous
ahsorption of NDF, 99% of NDP entrapment efficiency wus observed in NSL. LNs show
relatively low entrapment efficiency compured to other lipkl-based formulations studied, In
ull the lipid/oil-based formulntions, the percentage of drug released runged from 4.71 to
14,3 % after 24 hours, The obtuined relense data was £t into first order, Higuehl and
Weibull equations. Release of drug from wmost all the Lipid/Oil baged formulalions
followed Higuchi and Weibul) equations rather than first order, Skin permeation studies
revealed that high NDP concentrations were found in the upper skin luyers. Skin
permeability was found 1o be higher for NDP LN formulations compuared 1o other
formulations studied,

Cenclusions

Lipophilic drugs like NDP can be successfully entrupped in the Lipid/Oi) based
formulations. Enhanced skin permeation and sustuined relesse can be achieved by

A NEWLY DESIGNED FLOW METER FOR MEASUREMENT OF
POWDER FLOW BY MEANS OF THE CRITICAY. ORIFICE
DIAMETER
AF. Marais, G.M., Buys, C.JI. Van Wyk, J, Sonnekus
Morth-West University South Africa

Varjous methods to characterize powdar flaw hus been used, inciuding (1) angle of repose
[AOR], Carr's index |%C|, Hausner ratio and critical orifice diameter {COD), The COD is
defined a3 the ymalles) opening threugh which 8 powder will flow under the influence of
gravity. Taylor =t ul, {2000) suggested o composite index |CI], which integrates the results
from AOR, %C and COD, This index is based an the concept that each of the test resulls
add equally to the C1.

Most flow apparatuses used to determine the COD shaw inherent design prollems due to
the formalion of (i) static powder regions in the carners between the cylinder wall ung the
floor and/or berween the floor and the shutter and (i1) holes in the powder bed through

which particles full rather than flow. These prablems often lead to inaceurate estimation of

flowability, especinlly for powders which generally exhibls poor flow.

A pew apparattis has been design consisting of o set of brass discs between 5 and 10 mm
thick which can be slacked on top of each other to farm u funnel, The angle between the
opening and the orifice of each disc was machined to o set angle corresponding to that of
hoppers used on standurd tablet presses. ’

The AOR, 9C, COD (using the new apparatus) and C of various pharmaceulical fillers
were delermined,

Compuarison of the COD' indicated large differences (16x) between the varions powders,
ranging from 1.5 (excellent flow) o 24 mm (extremely poor flow), whilst neither the AOR
nor the % or the C! reflecied these extreme differences,

The new appuaratus clearly fulfillad s purpose to eliminate static powder regions, whilst
the brass material slso minimized static forces, Furtharmore, it proved to be able to
diseriminate between the flowubility of powders with poor flow properties without the
need of vibration-gssislanee or foree fzeding,
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IPS-P-013

1PS-P-014

EVALUATION OF THE USP DISSOLUTION TEST METHOD A FOR
ENTERIC-COATED ARTICLES BY PLANER LASER INDUCED
FLUORESCENCE
DA, Miller, M Gamba, D, Sauer, TP, Purvis, N,T. Clemens, R. O, Williams

- 1
The University of Texas at Austin United States of America

The USP drug release standard for delayed-release articles Method A was evaluated using
Planar Laser Induced Fluorescence {PLIF}, Prior authors have suggested that high pH ‘hot
spots' could develop during the buffer medium addition of the Method A enteric test.
Additionally, previous studies have shown heterogeneous flow patterns and low-shear
regions in the USP Apparatus 1T dissolution vessel, which may result in poor mixing of the
buffer and acid media during the pH neutralization step of the Method A enteric test, In
this study, PLIF was used to evaluate the mixing patterns and evolution of pH
neutralization during the buffer medium addition with rhodamine-B dye and a pH-sensitive
fluorescent dye, respectively. Additionally, a comparison of the Method A and Method B
enterie fests was performed with enteric-coated tablets containing rhodamine-B in the film
coal sa as 1o image the dissolutian rate of the coating polymer with PLIF, Rapid additien
of the 250 mL of buffer medium over 5 seconds to the 750 mL of acidic medium shows
efficient mixing and pH neutralization due to the generation of large-scale stirring and
enhanced wrbulence resulting from the descending buffer medium, Slow addition near the
paddle shaft over five minutes showed segregation in the recirculating region around the
paddie shaft, In contrast, slow addition near the vessel wall introduces the medium into
fluid outside of the recirculation region and enables wansport over the entire vessel.
Enteric-coated tablets tested according to the Method A and Method B enteric tests
performed identically, indicating no difference in polymer dissolution rate between the two
tests. From these results, it was seen that 'hot spots” affecting the dissolution performance
of entetic dosage forms are not generated during the newtralization step of the Method A
enteric test namely when the media is added rapidly er outside of the recirculation region
that surrounds the paddle shaft.

IPS-P-015

NANOEMULSIONS AS VERSATILE FORMULATIONS FOR
: PACLITAXEL DELIVERY
R Panchagrula’, S Khandavilli®
Wiversity of Ulster United Kingdom "NIPER India

Since pathogenesis of psoriasis involves the keratinocytes in epidermis, as well as the
angiogenesis invelving deeper skin layers, the drug delivery strategy should be customized
to Jocalize Paclitaxel (PCL) concentrations inside these two layers, In this investigation, in
arder Lo achieve penatration of PCL into deeper skin layers while minimizing the systemic
escape, a nancemulsion (NE} was formulated and evaluated for their in vivo drug delivery
performance, Further, the formulation was explored for aral bivavailability enhancement of
PCL, :

The formulation had shown a nano-globular size (21.58nm), and was stable till infinite
dilution. Upon dermal application, the drug was predominantly localized in deeper skin
layers, with minimal systemic escape (3.19% in 48h). PCL. delivered orally from NE was
rapidly absorbed reaching a sieady state value of 3.5pg/ml in 30 minutes, and steady state
levels persisted upto 18h. This has amounted to an absolute bioavailability of 70.62%,
Inhibition of P-gp efflux by TPGS and labrascl, would have contributed to the enhanced
perora] bicavailability of PCL.

This investigation provides direct evidence on the localization of larpe molecular weight,
lipophilic drug, PCL, in dermis. Further, the NE formalation has enhanced the peroral
bioavailability significantly to more than 70%. The developed NE formulation was safe and
effective for both peroral and dermal delivery of PCL.

IPS-P-016

SOLID-STATE CHARACTERIZATION OF NEVIRAPINE
R Panchagnu]a], s Sarkarz, OP Perumal®
'Univers_i[y of Ulster United Kingdom INIPER India 3_South Dakota State
University United States of America

The purpose of this investigation was to characterize nevirapine (NVP) from commercial
samples and samples crystalfized from different solvents under different conditions. The
solid-state behavior of NVP samples were determined by the information provided by
physical techniques, The commereinl samples of nevirapine had the same polymorphic
crystaliine form with an anhedral crystal habit. Intrinsic dissolution of nevirapine was
similar for both the batches. Powder dissolution at different pH showed a pH dependent
behavior, with maximum extent in ncidic pH. Moreover, particle size had no significant
effect on the rate of dissalution.

The samples crystallized from different solvent systems having varying polarity indices
yielded different erystal habits, Various conditions of stiring and degrees of
supersaturation influenced the crystal habit in all solvent systems. The recrystallized
sumples did not show a change in the polymorphic form of nevirapine, but
pseudopolymerphs with varying erystal habit were generated, DSC, TGA and HSM
confirmed desolvation prior to melting, XRD pattern of the pseudopolymorphs concluded
diffzrent crystal structures of the solvates due to varying nature (affinity and polarity) of
the crystallizing solvent blends, The solvates showed higher equilibrivem solubility values
und enhanced rate of dissolution. However, the intrinsic dissolution rate (IDR) of
recrystallized samples was lower than the commercial samples. In addition to the
pseudopolymorphs, amorphous form was alse generated in order to improve the aqueous
solubility of nevirapine anhydrate form, Quench cooling of nevirapine melt with liquid
nitrogen produced the amorphous form which was thoroughly characterized by various
techniques such as DSC and XRD that heiped to differentiate amorphous form from the
crystalling one. The higher aqueous solubility of solvates and amorphous forms indicatas
the usefulness of solid-stute interventions to overcome the biopharmaceutic hurdles of drug
delivery.

BIOPHARMA CEUTIC CLASSIFICATION OF ANTIRETROVIRAL
DRUGS: SIGNIFICANCE OF DISSOLUTION STUDIES
R Panchagnula', N Kapoor®
niversity of Ulster United Kingdom *NIPER India

Lamivedine {3TC), stavudine (d4T) and nevirapine (NVP) form one of the first line drugs
in AJDS therapy and are formulated as fixed dose combinations (FDCs), Hence, the
objective of this investigation is to design suitable dissolution methedology for quality
evaluation of antiretroviral FDCs based on BCS,

A detailed investigation involving sclubility, permeability and dissolution was undertaken
with antiretroviral, Solubility profiling was performed for 3TC, dAT and NVP at various
gastrointestinal pH and in BCS based biorelevant dissolution media. Further, dissclution
testing was conducted for single drug formulations as well as FDCs (twe drug and three
drug} in various dissolution media and under several hydrodynamic conditions, Finally,
single pass in situ permeability through rat jejunum was studied to predict the in vivo
absorplion behavior of all three drugs.

Solubility studies in the pH range of 1-6.8 and BCS based biorelevant media indicated
absence of any solubility problems for 3TC und d4T. However, NVP exhibited a higher Do
and thereby demonstrating potentia] solubility as well ay dissolution limited absorption.
Dissolution studies showed that 3TC and d4T hud no dissolution related problems as was
evident from their sufficient release in all media when present alone as well as in FDCs.
Phosphate buffer (pH 6.8) at 30 mpm proved to be & discriminating media for two drug
FDCs, sourced from two different manufacturers and can hence be used as a quality
control media. NVP, on the other hand exhibited pH-limited dissolution from both separate
formulations as well as in three drug FDCs. Single pass in situ perfusion studies in raty
revealed that, NVP and 3TC are passively ubsorbed while d4T is absorbed by active
transport showing a saturable absomption. All three diugs were highly permeable with Peff

. > 2X10-5 em/sec,

Maximum absorbable dose confirms the absence of any potential bioavailability problems
for all three antiretroviral drugs lamivudine, stavudine and nevirapine.
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IPS-P-017

IPS-P-018

DISSOLUTION METHODOLOGY FOR EVALUATION OF
RIFAMPICIN CONTAINING FIXED DOSE COMBINATIONS USING
BCS BASED APPROACH

R Panchagnula’, 1 Golar®, ¥ Aqhok.r'u
'University of Ulster United Kingdom 2NIPER India

The purpese of this investigation was to develop the dissolution methodology for
evaluation of rifampiein containing Fixed Dose Combinations of anti-TB drugs using BCS
bused approach. In this investigation dissolution studies were conducted at agitation
intensities of 30, 50, 73 and 100 rpm o a4 to mimic the hydrodynamic conditions of
gasrrointastingl ract. Dissolutions were performed in various medin recommended by USP
us well ay media proposed based on BCS for clxm\ 1 drugs. Equilibrinm solubility of
rifampicin was also delermined

Theoretics) solubility predictions bused on expérimental dats and pXas of the drug resulied
in clussification of drug as n low solubility elass drug because of its pH dependent
solubility. ‘BCS bused predicrions indicated that use of 0.1N HCl as disselution medium
reflects 100% biouvailubility, while C.0IN HCI shows 70-90% bioavailability, which is
more nearer to the in vivo bioavaitability of rifumpicin of 90%., Hence, 0.01N HC! may be
mare diseriminatory medium to distinguish good and bad formulations, The major
conclusion is (.0) N HCl and pH 6.8 phosphate buffer were found to distinguish the
formulations differing in bioavailability ay eompered to other biorelevant dissolution media,
thus & dissolution methodology with 0.01N BCl and p 6,8 phosphate buffer using USP
appuratus 11 at 50 rpm i being proposet,

IPS-P-019

EFFECT OF AMORPHOUS CONTENT ON DISSOLUTION
CHARACTERISTICS OT RIFAMPICIN
R Panchagnula', v Bl‘u\rﬂdwuj2
‘University of Ulster United Kingdom *NIPER India

Rifampicin, ore of the main first line anii-TB drugs shaws variable bioavallability in
different marketed preparations and reasons cited include physiological, degradation,
manufacluring/ processing, solid state and bioavailability assessment procedure, Although
the amorphous form of' a drup is expected to exhibil higher salubility, the amorphous
rifampicin has been reported to have & Aolubility disadvantage as compared to crystalline
form 11, which is used in marketed preparations. Amorphous form was generated and
characterized by solid-suate characterization techniques, Physical powder mixtures of farm
11 with varying amounts of amarphous form were prepared, which were then subjected o
solid-state charncterization techniques and further evaluated for their disselution behavior,
DSC scans show that zrea enclosed by integral of melting endotherm can be used for
quantification of erystalline component, which can then be used to estimate amorphous
content, No definite trend was evident in powder dissolution of mixtures that could
implicate aolubility difference of amorphous form, IDR results indicate that amorphous
content has no effect on dissolution profiles of crystulline rifampicin,

IPS-P-020

MEFENAMIC ACID: AN EXAMPLE OF DISTINGUISHING NEW
POLYMORPH FROM ALREADY EXISTING POLYMORPH OF
IMPROVED CRYSTALLINITY

MEFENAMIC ACID: NI:W POLYMORPH OR CRYSTAL DI'JFECT?
R Panchawnula T Bapurao Y AshokraJ OP Perumat®
'Umvcmty of Ulster United Kingdoim >NIPER India *South Daketa State
University United States of America

The purpose of this study was to understond the crystallizing conditions for modifying the
crystul hubit and material churucterisiics of mefenumic acid (MA). Recrystallisation of MA
was carried out from three different selvent/solvent mixtures at three different degrees of
supersaturation under slow and fast coaling rates with and without stirring. Recrysiallised
sumples were charactenzed using hol stage microscopy (HSM) FTIR, DSC, TGA, pXRD
and SEM. 1t was found that recrystallization of MA from tetruhydrofuran:ethyl
acetate(THREA) mixture und ethy] acetate (EA) produced form 1 erystals with wider
trunsition temperature and with diminished pXRD peaks, On the other hand,
recrystallization from ethupol:ethy! acetate (E:EA) produced crystals with improved
crystullinity, The JDR of sumple recrystallized from E:EA was not statistically significunt
trom thut of sample recrystallized from THF.EA and EA. Findings from this study
temonstrate the crystallizing conditions for improving the cry!.tﬂlllmty ni the stable
pelymorphic form ! of mefenamic acid,

THERMOREVERSIBLE LIPOSOMAL POLOXAMER GEL FOR
LOCALIZED DELIVERY OF PACLITAXEL: HEMATOLOGICAL
TOXICITY AND DOSE PROP ORTI ONALITY STUDIES
R Panchegnule', D Renu Singh®, D Anand Babu®
"University of Ulster United Kingdom ‘NIPER India

The currently existing treatment modalities of cancer suffer from a major drawback of
systemic taxicity, which results due to high systemic exposure of drup. Delivery of
chemotherupeutic agents by delivery sysiems that alleviale systemic side effects but af the
sume time provide therapeutic advantage by controlling tumor growth exists as 2 vigble
option, To achieve this objective, therma reversible polexamer 467 gel-containing
paclitaxe] incorporated in liposomes was formulated at three doge loadings and was
injected subcutaneously in Sprague Duwley rats, Blood samples collected st various time
points were used in determination of drup concentration as well as were used for
determination of WEBC and neutrophit count for estimation of systemic toxicity of the
formulation. Absorption occurred slowly with praminence of absorplion phase in plasmy
profile. 1n addition, probakility of flip-flop pharmacokinetics was seen. 1t was observed
that though plasma levels and pharmscokinelic pargmeters increased with increase jn dose,
increase was statisticully insignificant, Further, no significant increase in hematological
toxicity was observed wilh incrensed drug exposure to animaly, The results show that
lipasomal poloxamer gel can be used for delivering higher amount of paclitaxel with out
increased systemic Loxicity,
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IPS-P-022

IN VITRO EVALUATION OF MODIFIED RELEASE
FORMULATIONS OF NIFEDIPINE FROM INDIAN MARKET
R Panchﬂg'nulal, S Ramnik Singhl, Y Ashokraj2
'Univer.sity of Ulster United Kingdom INIPER India

Nifedipine, an important therapeutic agent in the management of cardiovascular diserder is
recemmended 1o administer as modified release dosage form in order to avoid the
flucteations in bloed levels. An in vitro evaluation of modified release formulations,
marketed in India was conducted and compared their performance with a novel matrix
based nmulti particulate system (MUMPS). The results indicate that even though the
marketed fornwlations are found to comply to the definition of medified release
formulations and predicted to produce therapeutic blood level for a prolonged period of
time, the fluctuations were expected to be found uncentrolled except in the osmotic
systems and MUMPS, Thus, it was concluded that novel MUMPS were found Lo be
superior to any other marketed formulations with respect lo the therapeutic advantage as
well as manufacruring feasibility,

IPS-P-023

ALTERATION OF SKIN HYDRATION AND ITS BARRIER
FUNCTION BY VEHICLES AND PERMEATION ENHANCERS: A
STUDY USING TGA, FTIR, TEWL AND DRUG PERMEATION AS

MARKERS
R Panchagnula', DK Shal?, § Khandavilli®
"University of Ulster United Kingdom *NIPER India

The present investigation was designed to study the effect of most commonly used vehicles
and PE on rat skin hydration, barrier function and permeation of an amphiphilic drug
Imipramine hydrochloride (IMH). Thermo gravimetric analysis (TGA) and Fourier
transform infrared (FTIR) speciroscopy were utilized to determine changes in skin
hydration, Alleration of stratum cornemn (SC) structure was investigated using FTIR
studies, To monitor barrier function alteration; trans epidermal water foss (TEWL)
measurement and permeation studies were performed. Hydration increased the ratio
between Amide-I and Amide-II peaks in FTIR, and reduced the C-H stretching peak area.
Both, propylene glycol {PG) and ethanol (EtOH) dehydrated skin, with the later showing
predominant effect, Further it was confirmed that PG and EtOH decreased bound water
content due w alteration in protein domains and extraction of SC lipids, respectively. Role
of partition was found predominant for permeation of IMH through dehydrated skin,
Synergistic effect was observed between PG and menthel in enhancement of IMH, Further
findings provided strong evidence that PG affects protein domains and EtOH extracts lipids
from the bilayer. Initial TEWL was well correlated with flux of IMH through the same
skin, It was found that both, PG and EtOH, affects permeation of solte and TEWL by
dehydration. Experiments also discovered that the Initial TEWL value has a strong
potential as a predictive tool for the permeation of the solute.

IPS-P-024

MEFENAMIC ACID: CRYSTAL HABIT TQO COMPRESSIBILITY
R Panchagnula’, V Vrushali Walknis®, P Bharatam®, M Neeraj Kumiar®
lUniversity of Ulster United Kingdom NIPER India

Mefenamic acid is a high dose anti-inflammsatory drug, which exhibits processing and
bioavailability problems. With respect to processing, it sticks to all surfaces and possesses
poor flow properties and compressibility. Thus the present investigation focuses on
improvising the material properties and 1o study the compression behavior, An
improvement in the material properties was achieved by solvent change and solvent
evaporation methods using varions solvents and their combinations. Recrystallization was
achieved by using telrahydrofuran as a solvent and for solvent change method, water was
the second solvent employed. Further the recrystallized product was characterized for
solid-state polymorphic stability Solid-state characterization revealed the polymorphic
stubtlity of the drug niter recrystallization, The recrystallized product was subjected to
compression studies using directly compressible excipients in order to provide an eagier
methed for formulation development of the drug. Thought tablet mass lacked in moisture, it
showed enhanced stability as compared to the non-recrystallized drug even as drug content
in tablet was as high as 70%. The excipients were subjected to the drug-excipient
interaetion stdies, The recrystallized product was evaluated for improvement with respect
to pharmacotechnical properties, especially flowabilily and compressibility, In addition to
this, single crystal XRID was performed wilh an aim to study the packing arrungement of
the crystals. A pure polymorphic Form I was generated and single crystal XRD revealed
that it is ‘triclinic’ in nature. Molecular modeling studies on the meolecule predicted eight
possible steuctures and polymorphisin was explained on the basis of dimerization of the
molecule. In a nutshell, through the present investigation, the solid-state property of MA
was improved at particulate level that facilitates ease of handling and overcame poor
material properties.

FATTY ACID ESTER PRODRUG: A PROTOTYPE FOR FUTURE
DRUG DELIVERY SYSTEM WITHOUT SYSTEMIC ABSORPTION
C.8. Yong', H.-G. Chei', B.-K. Yoo', L.-A. Kim', W.S. Lyoo?, 1.-Y. Choi',

M.-G. Piac!, D.-X, Li', I.-1. Xuan', K.H. Bhandari', M. Newa', M.-K. Kwak'
1College of Pharmacy, Yeungnam University South-Korea 2School of
Textiles, Yeungnam University South-Korea

Fatty acid esters of a modz] drug ketorolac were synthesized and confirmed to be prodrugs
by performing erzymatic hydrelysis in rat skin and liver homogenate and plasma, Their
pharmaceutical suitubility was determined by studying their stability in pH 3.0 to 11.0, and
the possibility of their systemic absorption was evaluated by skin permeation test. Skin
content analysis was performed to ussay the amount of drug partitioned and deposited into
the lipid rich dermal layer. Esters were highly stable toward chemical hydrolysis in all pH
but were hydrolyzed to parent cormpound in rat plasma, skin and liver homogenute
indicating that they were prodrugs and were stable for pharmaceutical uses. Their partition
into dermal lipid layer was the function of their lipophilicity. Skin permeation anelysis
revealed that none of them permeated into receptor solution indicating that they acted as
self permeation retardant by condensing the skin lipids via pewerfill H- bonding within the
plane of the pelar head groups in the continuous multiple bilayered lipid compenent of the
stratum corneum, favorably than their alkyl or amide ester counterparts.

Acknowlwdgement; This research was supported by grant No, RT104-01-04 from the
Regpional Technology Innovation Program of the MOCIE.
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IPS-P-026

DEVELOPMENT OF PIROXICAM LOADED INJECTABLE
THERMOSENSITIVE IMPLANT USING POLOXAMER GELS
C.S. Yong!, B-G, Choi', M.-K, Kwak', B.-K, Yno', J.-A, Kim', W.S, Lyoo®,
R, Kwon', C-W. Yang', I-K. Park’, H.-H, Han', I.-1. Xuan', 1.-Y. Choi’
1Cnlk:gt: of Pharmacy, Yeungnam University Sonth-Korea 25chool of
Textiles, Yeungnam University South-Koren

To develop the injectable temparature-sensitive implant using poloxamer] 88 {P1B8),
poloxamer407 (P407) and NaCl, for comrolled releage of piroxicam (PRX) by the
intramuscular route, Temperature-sensitive P188-P407-NaCl wiblock copolymers which
have the different weight rutios were firsL mixed and they display different viscosity and
gel strength, We report the effeets of ploxamers and NaCi on the relesse of PRX from the
poloxumers gel and evalusted the effect of PRX dissolution in different NaCl
concentration. The lempereiure-sensitive injectahle gel formula composed of various ratios
of P188/P407/NaQH/ piroxicanyNaCl were prepared, The effects of P188 and NaCl on the
physicochemeu] properties such as sylingability, gelation time and ge) sirength were
evaluaied using rheometer, and their digsolutions were then performed, The injectable gel
was then infected imramusculurly in rabbits for preliminary assessment of bioavailability
profile of the gels over 5 duys evaluation periad. NaCl and P188 significantly enhanced the
el viscosity, The injeciuble pel compoesed of 15% P407, 1792 P188, 2% NaCl, 0.01%
NaOH und 2,5% piroxicam showed the optical physicochemical properties with the
gelation temperature of 37 oC and the gel strength of 14,600 pas and gelation time of 22.8
min, The pharmacokinetic results suggested that it showed prolonged action in vivo
following intramuscular injection in rabbit.

Aclmowledgements: This resenrch was supported by prant No. RTI04-01-04 from the
Regionsl Technology Innovation Program of MOCIE,

PHYSICOCHEMICAL CHARACTERIZATION OF NOVEL BUCCAL
BIOADHESIVE TRIAMCINOLONE-LOADED SPRAY FORMULA
FOR STOMATITIS
C.8. Yong', H-G. Choi', M.-K. Kwak', B K. Yoo!, L-A, Kim', W.8, Lyoo®
E.-H. Han!, D.-H. Ch', M.-J. Har', 1.-Y. Choi', K.H. Bhandari', M. Newa'
'College of Pharmacy, Yeungnam University South-Korea *School of
Textiles, Yeungnam University South-Korea

Purpose: Te evaluae the physicochemical properties of novel bucea! biondhesive
triameinolone-loaded spray formula for slomatitis,

Method: Spray formula were prepured by dissolving varions ratios of pelyvinyl alcohol,
Eudragit, PEG and Triamcinilone Acetonide in ethanol and filling in spray containers,
These spray sclutions were sprayed in plate and their film-forming time, film tensile
srength snd washubility were evaluated, Furthermore, the dissolution sest was eamried ont
in 4007 of artificinl stimulated human saliva at 37*c and 50 rpm.

Results: Among the various fermulu tested, Eudragit RL/PEG400/PV A (R/4/0.5) had
optimal physicochemical properties a5 o spray soluton for huceal bioadhesive film and
showed the sustained relense of triameinole for 4 h,

Conclugion; Our vesults sugpested that noved bucea! bicadhesive triameinolone-loadad
spray formula composed of PYA, Eudragit RL, PEG 400 could be a potential drug delivery
system for treatment of Stomatit,

Acknowledgements: This research way supported by grant No. RTI04-01-04 from the
Regional Technolegy Innovation Program of MOCIE.

IPS-P-028

IPS-P-027

DEVELOPMENT OF IBUPROFEN-LOADED MICROCAPSULE
WITH ENHANCED BIOAVAILABILITY USING GELATIN
C.5. Yong', H-G. Choi', M.-K. Kwak', B..K. Yoo, I.-A, Kim', W.8. Lyoo®,
D.-X. Li', D.-R. Ok, M.-G, Piac', I.-K, Park', P, Balakrishnan’
'College of Phanmacy, Yeungnam University South-Korea *Schoal of
Textiles, Yeungnam University South-Korea

The gelatin microcupgules were developed using the spray-drying technique. Microcapsule
were spherical in shupe with a geometric mean diameter of about 67, A fractured form of
mierocapsule implicates a large inner cavity contuining ethanolic drug solution in the
"gelntin shell. The ethanol content in the gelarin microcapsule was maximum at inlet air
temperature of 1057 and 4% {w#v) of gelatin and 0,6% {w/v) of SLS concentration, The
gelutin microcapsule had 8-fold improved solubility and disselution sate. The
pharmucokinetic study in rats showed that the Cmax and AUC of ibuprofen in gelatin
microcapsule was significanthy higher than those in powder. However, there was no change

in the Tmax, kel and ha)f life, Thus, the gelatin microcapsule might be a useful oral dosage-

form to imprave the bioavailability of pootly water-soluble ibuprofen. Acknowledgements:
This resenrch was supported by grant No, RTI04-01-04 from the Regional Technology
Innovation Program of MOCIE, o

- ENHANCED BIOAVAILABILITY OF POORLY WATER-SOLURLE
CLOTRIMAZOLE BY INCLUSION WITH ?2-CYCLODEXTRIN
C.S. Yong', H-G. Choi', M.-K. Kwak', B.K. Yoo!, 1.-A. Kim', W.5. Lyoo?,
M. Newa', KH. Bhandari', P, Bnlakris}?nan'. 11, Xuan', DX, Li', M.-G.
Pino
'College of Pharmagy, Yeungnam University South-Korea 2School of
Textiles, Yenngnam University South-Korea

Furpose: The aim of the study wus to investigate the enhanced solubility, disselution and
binavailability of ciotrimazole by inclusion complex with B-cyelodextrin, Method: In
different mclar ratios cletimazole and B- CD were dissalved in ethanol and water,
respeclively, and mized together to obtain clenr solution, The resulting solutions were kept
for 24 h und then spray-dried. Their physicochemical properties such as solubility and
digsolution were investigated, The pharmacolinetic study with clotrimazole-B-0D
inclusion complex in rets was then performed compyred to clotrimazole powder, Results:
The solubility of clotrimazale increased lineurly as u funciion of 8-CD concentration,
reselting in AL 1ype phuse solubility disgram which reveuled o formation of inclusion
complex in a molar ratio of 12, with the apparent assaciation constant of 230.2 M-], The
in vitro dissolution rate of clotrimazcle from inclusion complex in pH 7.4 phosphate buffer
was dramatically enhanced compared to clotrimazale powder, The AUC value of
cloirimazole in inclusion complex was significantly larger than that of clorimazole powder,
resulting in enhinced bioavailubility of clotrimazcole, Conclusion: The solubility,
dissolution rate, and biouvuilukility of clotrimazole were improved by the inciusion
complexation with 8- CD either in solution or in solid state,

Acknowledgements: This research was supperted by grant No. RTi04-01~04 from the
Regional Technology Innovation Program of MOCIE,
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TRIPS PATENT PROTECTION AND PHARMACEUTICAL ACCESS
IN TAIWAN
F, Hsiao!, W.F, Huangz, CF Hsiel!
'Naticnal Yang-Ming University China Taiwan *Weng-Foung China Taiwan

Buckground: The Agreement on Trade-Related Aspects of Intellectual Property Right
{TRIPS) in the World Trade Organization has created controversies abowt the protection of
pharmacentical patents and increased drog prices, which will affect the drug accessibility
of developing and the least developed countries.

Objectives This study intends to explore how selected countries endeavor to find balance
between industrial goal of patent protection policy and public health under the context of
national political and econemical environments,

Methaod: This research js based on literature review and comparative public policy
analysis, It documented the close context of drug patents and drug prices, medicine
accessibility and public health, as well as the analysis of the drug-patent issues within
TRIPS,

Results/Conclusion: In the transnational comparison based on the national drug policy, this
study uses five dimensions (natienal econpmic development, protection of drug patent,
national burden of diseases and types of health care system, strength of pharmacentical
industry and the making of national drug-policy associated regulations) to classify seven
countries into three types in terms of balance between patent protection policy and public
health, The three 1ypes are: 1) balance toward industrial policy and economical direction,
2) balance teward the national public health needs, and 3) delicate balance hetween
industrial policy and drug policy. In the case of Taiwan, the expenditure of patented drugs
was under-presented in the Nationat Health Insurance, which may affect the public access
10 innovative drugs and overall quality of drug treatment, As a whole, countries will have
to search for delicate bulance and the benefit of the public in formulating their national
drug policies,

1IPS-P-031

A LOOK INTO THE BLUE OCEAN OF CHINESE TRADITIONAL
MEDICATION SERVICE: THE COOPERATION BETWEEN
HOSPITALS AND PHARMACEUTICAL MANUFACTURERS

MH Liu, SC Liae, SC Chang, YC Chiang
Sun Ten Pharmaceutical Co., LTD. China Taiwan

Chinese traditional medicine, like these of India, anclent Rome, and Egypt, is one of the
antique medical sciences with glerious history. In recent decades, modern technology and
concentrated formulations have pushed the Chinese truditional medicine into 4 new era.
Nowadays, the open attitude in western couniries has made more investments on studies of
Chinese traditional medicine, On the other hand, Chinese traditional medicine should go on
a more exquisite way 1o provide better medical service.

Tdeas of keeping healthier life have been widely spread in recent years. The old model
serving only concentrated formulations limited the therapeutic regimen and could not fill all
needs. Chinese traditional medication services of hospitals in Taiwan are chunging into a
new modz] of cooperation between hospitals and pharmaceutical manufacturers, This
working model can introduce more comprehensive formulations and better medical
services to the public.

The Taiwan government hag promoted Good Munufacturing Practice Regulations
(GMP) for more than 20 years, Under the GMP regulations, the pharmaceutical
menufacturers produce quality drugs that are safe, pure, and effective. This in turn,
diminishes the physicians’ distrust to pharraceutical products and imptoves patient drug
safety,

Qualified pharmacentical manufacturers produce quality concentrated formulations and
unadulterated herbs for decoction, Physicians make diagnosis and decide regimens.
Pharmacists provide patient education 2bout drugs and keeping health, With the
cooperation amang the three parties, the gquality of Chinese wradidonal medical service will
be largely improved. The ideas of disease-prevention in Chinese traditional medicine will
be carried out widely.

IPS-P-032

EVALUATION OF ORGANO-MODIFIED BENTONITES AND ITS
INTERCALATION WITH HYDROPHOBIC POLYMERS TO
CONTROL DRUG RELEASE
HVA Rocha', AS Gomes®, LM Cabral®
‘Instituto de Macromoléculas and FIDCRUZ Brazil 2Instituto de
Macromoléculas - IMA Brazil *Faculdade de Farmécia - UFRJ Brazil

The present work was done with the abjective of testing different types of organic
malecules in the delamination of sodinm bentonite and to evaluate the biopharmaceutical
performance of polyrer intercalation. The organic molecules used were tryptophan,
dapsone ond spermine. The bentonite modified with tryptophan was tested for intercalation
with chitosan but the reaction was not successful. The bentonite modified with dapsone
and spermine were tried 1o be intercalated by ethylcellulose, At not drastic conditions, it
was not possible. However, when it wus used one commercial form of organo-modified
bentonite (Viscogel BE), which is delaminated with one alkylammonium backbone of 14
curban atoms, the interealation with ethyleellulose was possible, both in ambient
temperature and at 110°C, All these reactions were done in solution. The products were
submitied te differential scanning calorimetry, transmission electronic microscopy, x-ray

~ powder diffraction, infrared spectroscapy and other analysis to be characterized. The new
nanacomposite formed from the last reaction was used to formulate matrix tablers by direct
compression. The mede! drug was dapsone. It was proved that the material, when
compared with physical mixture and ethyleellulose and Viscogel BS alone, exerted control
on the release of the drug. Tt was possible to achieve zero order kinetics release, which was
proved by dissolution testing in gastric and enteric fluids, The best results were obtained
with the ratio of ethylcellulose:viscoge] of 4:1 ar ambient temperature. New tests are being
curried through in order to form one new type of waler bused polymer coating system for
oral dosage forms,

DSC AND FT-IR AS TOOLS TO EVALUATE DRUG-POLYMER
INTERACTIONS IN MICROPARTICULATE SYSTEMS
A.AM. Lira, J, M, Marchetti, D. M. A. Nanclares, A. Federman Neto
FCFRP/USP Brazil

Chitosan microparticles were prepared with the purpose of incorporating all-trans retinoic
acid {ATRA), Morphelogy, drug centent and the release behavior of microparticles were
assessed. The interaction between chitosun and ATRA (acidic drug) using differential
scanning calorimetry (DSC) und infrared (IR) spectroscopy as the relation of such
interaction to drug release behavior of chitosan microparticles were alse investigated.
Chitosan microparticles presented irregulur and rough surface and drug content of 47 +
3%, The results of DSC and IR spectroscopy deinonstrated complexation between the
amino group of chitosan and the carboxylale group of ATRA to form amide bonds, The
drug release study showed that approximately 10% of drug was released rapidly within 2
houss and the remaining drug was seizured into microparticles until the end of the
experiment {48 hours), That release behavior was due to the strong drug-pelymer
interaction and the more compact netwark of the microparticles formed.
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THE SYNTHESIS OF SOME 2-SUBSTITUTED QUINAZOLINO{4,3-
BIQUINAZOLIN-8-ONES AS POTENCIAL BIOCLOGICALLY
ACTIVE COMPOUNDS.

A.MERIC
Anadolu Unjversity Turkey

Aim In the covrse of our werk on the preparation of polyheterocyclic systems with
phurmacewicul value, we focused on the synthesis of novel heteroeyeles in which the

" quinazoline ring wits fused with again quinuzole ring, That the BGFR tyrosine kinase
inhibitors i.e. Erlotinib, fungal metabalites i.e. glyanthrypine end fumiquinazoline huve
guinuzole seaffold prompted us o interest in this substance,

Methads: The synthesis Invaived two-:;tep coiadeusuﬁuu from anthranilamide. The products
were obtained by condensation of 2-substtuted-4-(38)-quinazolinone and substitued acids

in the PPA or salvenk-free conditions under microwave iradiation,

Title compounds were synthesized and their structures were confirmed by spectral
methods,
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DEXAMETHASONE-LOADED NANOCAPSULES: PREPARATION
AND CHARACTERIZATION
R. C. R, Beck', M. C. Fontana', R. B. Friedrich', C. M, B. Rolim', A. R.
Pohlmann®, 8. 8, Gutarres®
'UFSM Brazil *UFRGS Brazil

The aim of this work was to prepare and characterize pelymeric nunoeapsules centaining
dexamethasone, 4 stercidal anti-inflummatory drug, in two different drup content (0.5 and
1.0 mg.mi-1), using poli(epsilon-caproluctone) as polymer. Nanocapsules were prepured
by nanoprecipitation, Three suspenrsions were prepared: dexamethasone-loaded
manocapsules in 4 thearetica! concentraticn of' 0.5 and 1.0 mg.ml1 (formulation 1 and 2,
respectively) ind tnloaded nanocapsuies (formulaticn 3), Nunocapsole suspensions (n = 3)
were characterized nccording to the following aspects: encapsulation efficiency, pH, mean
size, polidispersity index und zeta potential. For the stability studies the characteristics of
the formulations stored at room lemperature snd protected from light were manitored, The
formulations presented mean size between 230-260 am, polidispersity index below 0.25,
PH in the acidic runge, negative zetn potentia] about - 20 mV und encapsulation efficiency
close to 90 % {formulation | und 2). However, precipiztion of the drug in formuladon 2
wat observed immediately after the prepararion. Regarding the stability studies, the
formulations i and 3 presentad only 2 deerease in their pH value afier | month of storape,
which cculd be explained by the reluxation of the palymeric chaing and/or by the
degradation of the polymer, In conelusion, it was possible to prepare dexamethasone-
Iouded nenecapsules only in the concentration of 0,5 mg.ml-{, The presence of the drug ‘
didn't show uny infleence on the physicochemical characteristios of the colloidal
suspensions. After | month of storage u decrease in the pH of suspensions were observed,

Financial Support: FAPERGS

IPS-P-036

THE INFLUENCE OF PARTICLX SIZE ON SIMVASTATIN
TABLETS IN DISSOLUTION TEST
K Aleksic', J Milic?, § Petrovic®
‘Serbian Drog Agency Serbia and Montenegro *Facuity of Pharmacy Serbia
and Montenegro *Faculty of Chemical Eng. and Metalurgy Serbia and
Montenegro

‘This investigation aim is connection berween dissolulion rute of simvastatin tablets and
particle size of aclive substance to be found since there are many factors affecting
dissolution profile. Simvastatin is poorly witer-soluble drup and it is one of factors having
impact on dissolution rate within the gastrointestinal tract necessary for good
bicavailability, Reducing particle size is likely to result in dissolution rate and BA increase.

In this study two different series of simvastatin tablets with differem particle size of active
substance were used. Different manufacturers made them as well, Tablets containing 20mg
of simvastatin were made by the direct compression technique after dry granulation, They
ull got similur physicai characteristics such as average welght, diameser, hurdness ete.

Dissolution test was performed according to the paddie method (USP IT) in 900mi of
sodium laury! sulfate buffer, pH=70, !, T=3720.5°C at 50rpm.Content of simvastatin was
determined spectrophotometricaly at 238 nm,

Sumples were taken every 5 minutes for 30 minutes of dissolution test and the results for
the first series of simvastatin tablets with particle size d(0.%)=36pm were: 51.43%,
89.4G%, 92.15%, 94.92%, 96.73%, 57.88%, For the second series of 1ublets with particie’
size d(0.9)=28pm results were: 39.84 %, 87,97%, 91,72%, 03.97%, 05.49%, 99.72%,
Fuctor of similarity {2=66,4

The influence of particle size in two different series of simvastutin tblets was not cruclal
for dissolution profile. In both serles particle size of uctive ingredient was within
phurmucopoeias range (90%<; 500 m). Dissolution rale of simvastatin tablets in both series
was more than 80% per 30 minules.

VALIDATION OF THE MICROBIOLOGICAL COUNT METHOD
FOR NON-STERILE LIQUID DRUGS
S. Ramos', C.R. Roche?, 1L.R.B. Alencar®, L.G. Lima’, P.J. Rolim Neto?
'Lab Farm do Est de Pernambueo Brazil “Universidade Federal de
Pernambuce Brazil *Universidade Federal do Rio de Janeiro Brazil

The microbial control of non-gterile products shauid prove the absence of pathogens and
determine the number of vinble microorganisms; these should be validated following the
microorganism racovery parameter, The micrcbial count 1est aimed to quantify the vizbie
microorganisns after inoculation in the syrups: Stlbutamol Sulfate, Polyvitamin and
Zidovudine, using casein-soy agar for bacterin and sabouraud-dexirose agar for fungi and
yeasts, E, cali ATCC 8739, 8. wureus ATCC 6538, P, acruginoss ATCC 9027,
8.typhimuriuvm ATCC 14028 and C.albicans ATCC 10231 straing were used and
polysorbate 80 and soy lecithin us neutralizing agents, The samples were grouped into test
group (drug + neutralizing ngent + microorganism) and viability group (microorganism),
Each inoculule ssndardization group was 100 UFC/mL. The obtained results proved the
absence of the inhibitory effect of the neutrulizing agents incarporated to the culiure
medium, The validation of the methad for Polyvitumin und Salbutamo! Sulfate Syrup
presented & recovery index above 70% for all microorgantsms, The obtained results with
Zidovudine Syrup praved 0% recovery in relation 1o the E.coli and S, typhimurium
microorganisms, supgesting that the uctive principle has an inhibitary action on Gram-
negalive microargarisms, presenting o recovery above 70% for the other microorganisms.
Recovery levels equul or above 70% of the microorganisms indicale the absence of anti-
microbial activity of the newralizing agents employed and substantiales the absence of
inhibitory activity of the product in the mierabiolegieal count method, which i nat
validated for Zidovudine Syrup,
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VALIDATION OF MICROBIOLOGICAL METHODS FOR LIQUID
PHARMACEUTICAL FORMS
5. Ramas', 8.0. Reisz, JLR.B. Alencar’, L.G. Lima', P.J. Rolim Neto
'Lab Farm do Est de Pernambuco Brazil *Universidade de Brasflia Brazil
3Universidade Federal do Rio de Janeiro Brazil *Universidade Federal de
Pernambuco Brazil

Non-sterile products should comgply with the pharmacopoeia requirements whete the
abgence of pathogenic microorganisms and viable microorganism count are extolled, The
count test 35 a microbiological method that must be validated by the microorganism
recevery parameter (USP 29). Such parameter is constitted in the ability of revering
specific quantities of microorganisms after inozulation of the sample, The objeciive of this
work is 1o present the validation results of the microbielogieal count methad for the
pharmaceutical forms of dipyrene, methochlorpramide and paracetamol drops, produced
by LAFEPE®. Casein-soy agar and sabourand-dextrose fungi and yeast apar were used as
culture medium for bacteria. The strains used in the validation were Saureus (ATCC6538),
B.suntillis (ATCCE6633), B.coli (ATCC8730) and C.athicans (ATCCI0231Y, Due to lhe
presence of preservatives in the formulations, pelysorbate 80 and soy lecithin were used as
neutralizing agents, The samples were grouped in test group (drug + neutralizing agent +
micrecrganism) and viability group {microorganism), The inoculate volume was adapted 1o
obtain at the most 100 UFC/ml, The obtained results proved absence of the inhibitory
effect of the nentralizing agents with a recovery above 70%, The recovery indexes of the
micreorganisms in Lhe test group in relation to the viability group varied from 74.19% to
125.819. Levels of recovery equal or above 70% of the microorganisms indicate absence
of anti-microbial activity of the neutralizing agents employed and substantiates the absence
of the inhibitery activity of the product in the microbiological count method.

IPS-P-039

DEVELOPMENT AND VALIDATION OF THE ANALYTICAL
METHOD FOR DISSOLUTION OF ANTI-HIV INDINAVIR SULFATE
CAPSULES
S. Ramos’, RM.F, Silva', C.M.B. Relim®, F.P.M. Medeiros', M.M.
Albuquerques, SV.V. Ramos', LG. Lima', P.J. Rolim Neto®
'Lab Farm do Est de Pernambuco Brazil *Universidade Federal de Santa
Maria Brazil *Universidade Federal de Pernambuco Brazil

Indinavir sulfate is an anti-retroviral drug, which comprises the anti-HIV cocktail and is
made available by LAFEPE, for compliance with the Ministry of Health, with quality and
low cost, promoting the sustainability of the National DST/AIDS Program, The objective
was to develop and validate the analytical method for the dissolution test of LAFEPR
INDINAVIR 400 mg capsules, through spectrophotometry. The method was developed
based on medium variations (sodium citrate buffer pH=3.8), purified water and ionic force
of 0.1 and 0.01N hydrochloriz acid (HCL); equipment (shovel and basket) and rotation (50
and 100 rpm). The defined volume of the meadium, the analytical concentration and the time
were 500 ml, 55.56 ppm and 45 min, respectively. The sumples were evaluated under UV-
VIS (Shimadzu®) spectrophotometer, at 1=260 nm. In the evalvation process, robustness,
linearity, stability, precision, specificity and accuracy were evaluated. The results were
treated statistically throuph variance analysis (ANGVAY and Student-t test. In the
development of the method, statistically significant differences were not proven between
the media (water and 0,1 and 0.01N HCI); equipments (shovel and basket) and rotation (50
and 100 rpm). The parameters defined for the test were: 900 ml of water, 50 rpm, basket
and 45 min. In the avaluation, statistically significant differences were not proven with
95% confidence between the evaluated conditions, indicating that the method is robust,
linear, specific, precise and accurate. The stability of the samples was verified up to 24
hears. The methed is currently being employed in the analytical routine of LAFEPE
Quality Control.

IPS-P-040

DEVELOPMENT OF A NEW FORMULATION FOR THE MALARIA
THERAPY
HVA Rocha', AL Vigosa®, LPR Gongalves®, JS Mendonga*, SMS Wardell*
'Instituto de Macromoléculas and FIOCRUZ Brazil *Dep. Tecnol
Farmacgutica - FarManguinhos Brazil *CIVA - FarManguinhos Brazil
*Departamento de Sintese - FarManguinhos Brazil

In view of the great number of cases of malaria all around the world and the advancement
of drug resistance, it has been proposed the formulation of a fixed dose combination (FDC)
for malatia therapy, In (his particular case, it was formulated a combination of sodium
artesunate plus mefloquine chloride, both in adult and pediawic forms, How this is'a new
product, the preformulation studies were carried out in order to evaluate different
possibilities of formulation and the solution of manufacturing problems, like the bad flow
properties of mefloquine and the instability of artesunate. Several unalyses were done with
the raw materidls in order to characterize the properties of the active substances and its
interaction with the excipients: density, differential scanning calorimetry, optical
microscopy, particle size distribution by laser scattering, x-ray powder diffraction ant
others. By these studies, it was demonstrated that one particular formulation was suitable
for the product, by the analysis of several excipients in wet and dry granulation and also by
direct compression, The best result was achieved by the dry granulation and by the coating
of the core tablets in six batches in one Industrial area. The final product was submitted to
full validated analytical methods and to swbility testing (stress testing and shelf life). All
the results were wilhin the specifications and the product proved Lo be stable after 24
months, The manufacture was done taking cara of the WHO definitions on cGMPs,

PRELIMINAR STUDIES OF CRITICAL HLB OF EMULSIONS FOR
GENE THERAPY
L. Verissimo, M V Amorim, F Formiga, E § Egito, L Agnez
UFRN Brazil

The concept of gene therapy involves the transfer of genetic material into a cell, tissug, or
whole organ, aiming to cure a disease or at least imprave the clinical status of a pattent,
Achieving the expression of a foreigner DNA into a population of cells requires the
transfer of the DNA to the Jocal, ‘Therefore, it is necessary to create carriers that transfer
and protect the DNA until it reaches the target {vectors). The disadvantages of the usage of
viral vectors have encouraged efforts to develop emulsions as non-viral vectors. In fact,
they have controllable stability and enable transfection. Developing a stable system is a
preliminary step to produce the therapeutic one, This work aimed to evaluate the stability
of a group of 26 epulsions produced by the phase inversion methed, Two different lipidic
phases were used (soybean oil und Captex™), In order to determine the eritical HLB
{Hydrophile-Lipophile Balance) of the oil phase, the HLB of the surfactant mixture was
varied from 4.7 to 16.7, Visual aspect, pH, and Creaming Rates (CR) were evaluated. The
physical-chemical behavior of the systems was evaluated by the microemultocrit technique,
# derivation of microhematocrit that is broadly used in hematology. Concerning Captex™-
containing emulsions, the ones that presented HLB range from 8.7 to 15,7 were the most
stables, showing 3% of CR value. Regarding soybean oil-containing emulsions, the ones
presenting BLB from 8.7 to 9.7 had the lowest CR values (2%), and were the most stable,
The results suggest that the soybean oil-containing enwlsions presenting a HLB range from
8.7 e 9.7 were the most suitzble, Such systems may be very promising for gene therapy,
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STABILITY UNDER CENTRIFUGATION OF AN IBUPROFEN-
LCADED EMULSION
F Formiga, | A Fonseea, K Souza, | Aradjo, L Verissimo, E 8 Egito
Lagid Brazil

Emulsions are dispersed systems that are workable for several pharmaceutical purposes.
Concerning the safety and the release profile of the formulation, its stability is a key issue.
Therefore, emulsion instubility process has been extensively studied. Several methods to
evaluate emulsion stability have been proposed, namely droplet size analygis, aceelerated
tests and lighi-scattering, Aceelerated test measurements were used in this work to

investigate Lhe resistance of an ibuprofen-loaded emulsion 1o centrifugation, The emulsions

were prepared by spontaneous emulsification process using Miglyol™ 812 at 5%(v/v) as
lipid phase, 4 combination it 2%{w/v) of Tween™20 and Span™ 60 and distilled water,
Two systems were preparad. They censisted of o coarse emitlsion and an thuprofen-loaded
emulsion that contained around 3%{w/v) of ibuprofen in the lipid phuse, 24 b after
preparation, the stabfity snder centrifugation was carried out at different centrifugal forces
far 10 min. The percentage of creaming wus determined by direct reading of the creaming
layer in the graduated scale of Wintrobe tibes, For coarse emusion, ereaming rates were
3.5% ut 40g and 4.5% nt 400z, 1000g and 2000g. For ibuprofen-loaded emubsion, these
vilues were 3% and 4%, respectively, Regarding smull densily differences between lipid
und water phases, the resistance of an emulsion to centrifugation depends on the resistunce
of the interfacial film. The creaming rate reflecty the strength of the interfacial fiim created
by surfactams, In conclusion, resulls suggest thal the incorporation of ibuprofen in
Miglycl™ 812 cauld reinforee the efficacy of such film,

IPS-P-043

STATIN-BASED BIO-MICROEMULSIONS L/H FORMULATION
¥ Dominici, B Damasceno, D Almeids, 1, Verigsimo, 1 Aratjo, A Medeiros,
E 5 Egilo
UFRN Brazil

Simvastatin (SIV) is a statin cholesterol-lowering agent used to treat hypereholesterolemia,
However, phermacological studies suggest clinical evidence of SI'V as un anti-
atherosclerotic drug, On the other hand, this malecule is practically insoluble in water and
pourly ahsorbed by the gastro-intestinal tract. In addition, S1V induced muscle disarders as
side effects, In order to decrease this handcap, several studies have sugpested formulating
SIV in lipid cariers. Recent attention has been given to the application of microemulsion
{ME) as u drug delivery system, This pharmacentical dosage form presents several
advantages for drug targel, e, g, reduction of side effects, high incorporation rate by
increasing the drug solubility und enhancement of the permeation and stability of savera)
compounds. The aim of this study was 1o prepare and evilnate a Simvasarip
microemulsion, The free system was prepared by mixing 68%b{p/v) of water, | 19(p/v) of
Mygliol B1I2N™, 6,3%(p/v) of Fhospholipon 90G™ and 14,7%(p/v) of Tween 80T, The
BIV way incorporaled at proximally | Cmg/ml. into the ME under a slight mugnetic stirring
and was quuntified by & spectrophotometry assay ut 238nm, The pH, macroscopic
appearance and reiractive index were evaluated. The free system showed o impid and
translucent aspect like a true ME, The pH and refractive index were around 7.9] and 1,374
respectively. No significantly changes were ebserved on the mucroscopic appearince after
‘incorporation of STV, whichi indicated that all the drug was incorporated imo the system,
‘These results suggest that ME may be a eligible delivery system Lo carry Simvastatin,
which has potential applications.

IPS-P-044

RELATIONSHIP BETWEEN SODIUM DICLOFENAC
CONCENTRATION AND LOAD ABILITY OF XYLAN
MICROCAPSULES
E Eleamen, A Silva, T Nagashima, I Aravjo, L Verissimo, E S Egito
UFRN Brazil

Amang the different approaches to achieve colon-selective drug delivery, the use of
polymers holds great promise, Xylan is o potymer enzimatically degraded in colon, Hence,
it is.un eligible materis! 10 produce eolon-specific drug camiers, Sodium diclofenac (SD) is
particularly well absorbed in colon and its release in stomach is avpided due 1o its local
side effects, The uim of this study was to incorporale different nmounts of SD into xylan
microcapsules (XM) and evaluute their Joad abiity, XM were prepared by dissolving
124mg of xylan in 10mL of NaOH 0.6N at three SD concentrations (3,1; 6.2; and 60) in
6ml. of polymeric solution and emulsified in 30mL of chloroformicyclohexane | 1:4(wAv))
with 5%({w/v) Span® 65, The interfacin] cross-linking reaction was trigged by adding o
terephthaloyl chioride solution and it was ended by dilution with cyclehexane., Then, the
XM were seporated by centrifupation and severa] washes, At last, XM were characterized,
The drug loading efficiency was delermined by UV spectrophatometry at 275nm,
Regarding the macroscopic aspect, both free microcapsules (FM) and sodinm diclofenac
microcapsules (SDM) were shown Lo be o yellowish suspension, Microscopy anulysis
showed that not osly FM, but akso SDM were quite spherical in shupe. However, the SDM
presented o smulier diumeter than FM, 11.720.58 und 16,74:8:m, respectively, A high
encupsulation efficiency rate, which was invérsely concentration dependent, was achisved,
While the SD concentration of 3.kmg induced a lond nbility of 9942%, 60mg of SD
promoted a 30.4:£6% load efficiency, Therefore, it may be concluded that SDM can be
eligible a3 a new drug currier for inflammatory diseases treatmenl.

XYLAN CHARACTERIZATION BY FT-IR
E Eleamen, A Silva, T Nagashima, T Araujo, L Verissimo, E § Egito
UFRN Brazil

FT-IR spectroscopy is 4 tapid and sensitive Lool for siruetural elocidation and identification
of several substances, Xylan, 2 polyssecharide found in a variety of celt wall plants,
presents a relatively complex structure, which varies sceording to its source. In this study,
infrared spectra were used in order 1o identify its structeral conformation and characterize
this polymer that has been used in our laboratory aiming (o develop xylan microcapsules
for calan-specific drug delivery, "The polymer was isolated from com cobs, After grinding,
the corn cobs were dispersed in wuter under stiring for 24h, Then, un alkaline extraction
was corried out using NaOH 495 (v/v). The extract was neurralized with acetic acid and
xylan was extracted by settling down after methanol addition, At the end, severa] wash
sieps were performed and the sample was filtered and dried, The powered sample was
analysed by infrared spectroscopy using 2 Therme Nicolet Naxus 470 FT-IR
spectrophotometer by means of KBr lechnique, As a result, the xylan exiraction yielded a
yellowish fine powder in u ratio of 9,7 # 0.6%. The FT-IR spectra reveals two main
ebsorption bands al 3405 cm-1 and 1160 cm-1 that can be attributed to the OH stretching
characteristic of glycosidic groups and to CC and COC stretching in hemicelluloses,
respectively, Alse, u sharp band 4t 857 cm-1, which is typical of 8-glycosidic linkages
between the sugars, was detected, In nddition to the bands mentioned above, other peaks
also allow the assignment of 4 fingerprint of xylan using FT-IR SPECIrOSCOPY,
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INFLUENCE OF THE IONIC STRENGTH ON THE CRITICAL
MICELLE CONCENTRATION OF SODIUM DEOXYCHOLATE
SOLUTIONS
G Silva, L Verissimo, F Xavier, L Barbosa, A Silva, E S Egito
UFRN Brazil

In diluted solutions, amphiphilic melecules are individual species dispersed in the media,
and such solutipns present idea) physical and chemical properties, As surfactant
concentration increases, these properties deviate gradually from ideality and an abrupt
change is observed at the concentration in which surfactant molecules self-ussemble into
micelles. Such concenteation is known as critical micelle concentration (CMCY). Inert salts,
namely inorganic ones, have generally been found to yield a lower CMC. The aim of this
work was to evaluate the influence of NaCl solutions on the CMC the of sodium
deoxycholate (DSCNa) by using the electric conductivity method. Conductivity data were
plotted as a function of the micelur concentrution. CMC of DSCNa was found to be
0.8mM, which is 4,5 fold lowest than the one in water solution (3,6 mM). Salts addition
tends to sereen electrostatic repulsions between headgroups, which renders the surfactants
more hydraphabie. Sucly increased hydrophobic interaction among the surfactants causes
them to aggregate at lower concentrations, thereby yielding a lower CMC, In conclusion, a
71.5% decrease in the CMC of DSCNa in NaCl solution (nearly 2%} was found, compared
to thz one in water,

IPS-P-047

CONDUCTIVITY ANALYSIS AS A TOOL TO DETERME THE CMC
OF S0DIUM DEOXYCHOLATE BY CONDUCTIVITY ANALYSIS
G Silva, L Verissimo, F Xavier, D Almeida, A Silva, E § Egito
UFRN Brazil

Micelles are dynamic collvidal aggregates of surfactant malecules that are able to
solubilize drugs in their internal structure, The coneentration above which surfactant
molecules self-assemble into micellas is known as critical micelle concentration {CMC),
Considering ionic surfactants, such property can be determined by conductivity when this
is plotted as a fimetion of the surfactant concentration, A sharp break in the curve indicates
the formation of micelles. Sodium deoxycholate (NaDSC) is an anionic surfactant,
derivative from bile salts, and widely used in the pharmaceutical industry. The aim of this
work was to determine the CMC of NaDSC by electric conductivity, Conductivity
analysis of the solutions at different surfactant concentrations (0.797 to 18.1 mM) was
carried out. The cbtained data was plotted in to the graph as i function of the NaDSC
conceniration, The CMC of NaDSC was found to be 3.6 mM, which is in a close
correlation to the literature, Conductivity analysis was a useful tool to determine the CMC
of NaDSC. Such method was fast, easy to apply, aid the obtained data were in good
agreement with the ones found on the literature (2 (o 6 mM), However, some authors
suggest that this is method not quite sensitive to surfactants whose CMC are low.

IPS-P-048

SOLUBILITY PROFILE OF PENICILLIN G BENZATHINE (PENGB)
AT DIFFERENT PHS
G Silva, L Verissimo, F Xavier, I Aradjo, E S Egito
UFRN Brazil

In the pharmaceutical industry, the preformulation studies focus mainly on searching
physicochemically stable formulations that also present an appropriate biopharmaceutical
profile. Considering such preformulation studies, the determination of the solubility of the
drug at different pHs is a key issue. The aim of this work was to determine the solubility
profile of PenGB at different pHs as a preformulation sady in the development of
prolonged release systems, The experiment was carried by the equilibriuin method
aceording 10 Granero (1), whicl consisted of preparing a supersaturated solution of PenGB
at different pH values (between 5 and 9). Samples were stirred in the ultrasound bath for
3h und allowed to rest for 1.5h. Concentration was analyzed by UV spectrophotometry,
PenGB solubility at pH 5.4, 7.4 and @ was 0,057, 0484 and 1,132 mM,  pectively.
Becuuse PenGB is a weak acid, a displacement of the balance inducing the formation of
ionized species must have taken place, In conclusion, the results indicated a directly
relationship be

DETERMINATION OF THE SOLUBILITY OF DRUGS IN
DERIVATIVES OF CAPRILIC ACID
G Silva, L Verissimo, F Xavier, I Aradjo, A Silva, E § Egito
UFRN Brazil

The determination of the physicochemical properties of drugs is a key issue concerning the
development of drug delivery systems. Of particular importance are parameters like the
solubility in water and the partition ceefficient. In fact, they play a major role when drug
dissolution, biodisuibution and bioavailability are concerned, Solubility in apolar solvents
is also an important parameter mainly considering the pharmaceutical use of non-aqueous
and heterogeneous sysiems. The aim of this work was to determine the solubility of drugs
in oils that are frequently used in the pharmaceutical industry, The solubility of ibuprofen,
hydrocortisone and simvastatin in Miglyol 810N® and Captex 200 was determined
according to the equilibrium method, Samples were analyzed by UV spectrophotometry
using calibration curves previously performed for each drup. Although both oils are
derived from caprilic acid, drug solubllity in these ofls wus found to be different. The
solubility of the ibuprofen, hydrocortison and the simvastatin in Miglyol 810N® was
5,3429E-01, 3.6720E-04 and 3.44E-02 M, respectively. In Captex 2008, it was 6.2782E-
01, 3.267755-04 and 5.45E-02 M, respectively, In fact, the solubility of the drug in the
dispersed phase directly influences the ratio of the phases in an emulsion. Besides, it
affects the amount of surfactant necessary to stabilize the system, and the final aspect of
the formulation, Therefore, such solubilization study may be a useful tool considering the
determination of the idea!l ratio between the phuses, and the stability of the system.
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THE INFLUENCE OF IONIC STRENGTH ON THE ADSORPTION
OF DOXORUBICIN ONTO MAGNETIC PARTICLES
A Silva', E Silva!, L Verissimo', I Carvalho’, K Santos', J Bolard?, I Aranjo’,
E § Egilo’, A Carrign'
UFRN Brazil *Université Pieme et Marie Curie France

Mugnetic particles have been largely wsed in bistechnology. Since these particles are
atiracted by magnetic field, drugs bound to thent can be driven to their site of action by
meuns of the selective npplication of magnetic fizld on the desired area, Doxonsbicin is &
promising anti-cencer drug that can be directly adsorbed onto magnetic particle surface,
The aint of this work was 1o evaluate the influence of jonic strength on such adsorption
process, Control and 1e5t samples were prepared in triplicate. The former consisted of an
agueous soluion containing 0.037mg/mL of doxorubicin, The tatter consisted of & solution
containing 0.037 mg/mL of doxorubicin in a 0.15M NsCl medivm. In both sumples, it was
added 0.0131g of mugnetite particies. Afier slirring for 3 min by using 4 vortex, purticles in
the suspension were ullowed 10 seitle down and the supernatunt was unalyzed, Absorbance
at the muximum wavelength was evaluated in both eantrol and test samples, befors and
after magnetite particle sdsorption, against the appropriate blank sumple, 1t was found that
the ionic strength did chunge doxorubicin udsorption onte magnetic particles, decreasing
nearly 509, Changing the ionic strength by the addition of an electrolyte may influence
adscrption in al least we different ways, Firstly, it may affect interfacial potential and
therefore the activity of electrolyie ions and adsarption. Secondly, competition of the
electralyte ions and udsorbing anians for udsorption sites may take piaee, In eonclusior, it
was found that doxorabicin adserption took place in both aqueous and salt media,
However, ionic strength did decrense doxonsbicin adsorption onto magnetic particles,

- IPS-P-050

EUDRAGIT-COATED MAGNETIC PARTICLES
A Silva, L Verissimo, E Silva, J Carvaiho, K Santos, J Fernandes, E Oliveira,
1 Aranjo, J H Aratdjo, A Carrico, E 5 Egito |
UFRN Brazil

Magnetite particles have been proposed for oral use as magnetic regonance contrast agents
urd magnetic markers for monitoring gastrointestinal motility, However, it was found that
magnetite undergoes disselution at gaswic pH. Regarding pharmacentical echnology,
protecting compounds from gastric environment is 2 key issue, In fact, muny approaches
have been proposed, namely the development of pH-dependent systems. The polymers
used to design these systems should be gble to withstand the lawer pH values of the
stomach in crder to protect the compound from the gostric fluid. Eudragit S-100 is one of
the polymers eurrently used s it is soluble at or above pH 5.6, The aim of this work was to
develop Eutmgil-coated magnetic microparticles in oxder to proteet magnette form gustric
dissolution. Such polymer-based mugnetic microparticles were produced by spray-drying a
Eudragit solution containing mugnetite particles, Sample characierization was performed
by laser scatlering particle size analysi, vibrating sumple megnetometry and
magnetopharesis test. Charaeierization data showed that polymeric superparamagnetic
parlicles were successfully produced. The mean diameter was found to be 3.98um, 1t was
also determined that 80%, 50% and 10% of the sample was staller than 8.94um, 2.86um
and 0.6] pm, respectively. In conclusion, the obined results have demonsirated the
feasibility of the presented method 1o develop Eudragit-coated magnetite microparticles,
Due to the remarkable properties of the palymer, it is expected that gastric dissnhution wil]
not take place, Therefore, such systems may be very promising for oral administration, .
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CHITOSAN SUNSCREEN MICROSPHERES
Y. Gomaa, N.A. Boraei, LA, Darwish, LK. EL-Khordagui
Pharmacy Faculty, Alexandria University Egypt

Microspheres (MS) as a delivery system for sunscreens offer great advantages in terms of
carrier stability, controllable size, minimal contact of the sunscreen active with the skin and
sustained action. The objective of the study was to formulate sunscreen MS using chitosan
as & matrix and phenylbenzimidazole sulphonic acid (PBSA} as a sunscreen agent. MS
were prepared using the emulsion crosslinking method, Four test formulations were
prepared under different conditions und characterized for morphology, PBSA content, %
incerporation efficiency (L.E.), size and in vitro PBSA release. Possible interactions were
checked using differential scanning calorimetry {DSC) and infrared spectroscopy (IR).
Results indicated relatively high % 1.E.. Increasing the PBSA/chitosan ratio as well as
decreasing the actual amount of glutaraldhyde caused an increase in the PBSA conten, %
LE., and MS diamzter, Release duta showed a biphasic profile. Increasing both the initial
PBSA loading and the sctual amount of glumraldhyde enhanced PBSA release, Analysis of
relense data indicated first order kinetics, DSC confirmed the crystallinity of PBSA and the
amorphous state of chitosan. IR indicuted interaction between glutaraldhyde, chitosan and
PBSA. In conclusion, the sunscreen MS prepared combine the desirable properties of MS
and those of chitosun s a natural, high molecular weight, skin biocompatible polymer.

IPS-0-003

APPLICATION OF NEW TRENDS IN HPLC STATIONARY PHASES
IN PHARMACEUTICAL ANALYSIS
L. Novakova
Charles University, Faculty of Pharmacy Czech Republic

Analytical methods for pharmaceutical dng contrel are very important (o assure
appropriate quality and safety of drug substance or drug product, Jt is substantial to
develop the methods using new trends in analytical chemistry to obtain reliable results
according JCH requirements and to shorien analytical run time as much as possible,

New trends in Yiquid chromatography involve particularly new types of siationary phases
which cover namely different selectivity or C18 chemical stability improvement. Smaller
pardeles (3.5 or 1.8 pm) or menolith columns are used to shorten analysis time while the
parameters of efficiency and peak resolution remain unaffected or are even improved.
UPLC (Ultra Performance Liquid Chromatograpliy) is a new direction of liquid
chromatography. High pressure system allows using of all advantages of sub-2-microne
particle-packed analytical column with small column diameters, which both has a positive
effect on system efficiency and analysis time,

The quality control HPLC analytical methods of complex pharmacentical formulations
including various compounds in different concentrations were used for the comparison of
new types of stationary phases with conventional C18 stationary phase. Efficiency together
with other S8T parameters, analysis time, solvent consumption and system maintenance
aspects were compared for monolith columns (Chromolith, Merck), high through-put C18
analytical columns (Zerbax, Agilant) and BEH C18 analytical column (Waters), the last
were connected inte UPLC system. Advantages of new kinds of stationary phases were
confirmed and discussed in case of analysis of Estrogel gel hormonal preparation,
Ketoprofen gel and Diclofenac emulgel antiflegistic preparations, Significant improvement
in efficiency and analysis time shortening was chserved particularly using UPLC method,
which could replace common HPLC in the future.

The authors gratefully acknowledge the financial support of the Czech Ministry of
Education, project MSM 0021620822,

IPS-0-004

INFLUENCE OF CARBON SOURCE IN PRODUCTION OF
CYTOCHROME P-450 IN THE YEAST SACCHAROMYCES
CEREVISIAE
M.C.S. Matuo, 1.5, Kikuchi, T.J.A, Pinto
Universidade de Siio Paulo Brazil

The yeast Saccharomyces cerevisiae is a facullative anaerobe whose metabolism depends
on the presence or absence of oxygen and the carbon and energy source supporting
growth. The carben source con be used to modify the type of metabolism in yeast,
According to the earben source and the growth plase of cells, the cylochrame P-450
enzyme is produced in yeast Saccharomyces cerevisiae, In this work, the differences
between cellular growth in media containing different Lypes of sugar as curbon were
evaluated, This data will be important to relate the biomass yield and production of
eytockrome P-430. The incubation time to reach the exponential growth phuse were also
verified, In this phase cytochrome P-450 is produced. Twa straing of Saccharomyces
cerevisine, ATCC 9080 and ATCC 2366, were cullured in eight different types of carbon
sources: ghicose, mannose, fructose, galiclose, sucrose, maltose, lactose and glyceral, The
straing were growth in media comaining 1% yeast exiract, 2% peptone, 0,5% NaCl and
energy and carbon source, The sugars were used in 2% concentration. Cells were
incubated for 24 - 48 hiours at 300C in water bath at 120 rpm and harvest in intervals time
for constructions of growth curves, Cell population was determined by plate count in
Sabouraud dextrase agar, Differences in cellular growth could be observed, in both sirains
cultured in different sugars. The Taster growth and higher yield biomass was observed in
presence of glucose and mannose. Yeast cultured in media containing fructose, lactose and
glyceral presented a low growth yield, When galactose, maltoge and sucrose were used the
growlh was slower than in presence of glucose and mannose, In all strains and sugars, the
exponential growth phase occured between 4-8 h incubation. For further experiments, cells
will be harvested during exponential growth phase. The content of cytochrome P-450 will
be measured and the effect of carbon source in biosynthesis of cytochrome P-450 will be
evaluated, '

. PHENOLIC COMPOUNDS IN RED GRAPE EXTRACTS
M. Contcme‘, M.R. Bronze', M.N. Bravoz, M.E. Fiqucira', S. Silva®
"Faculdade de Farmdcia da Univ de Lishoa Portugal 2ITQB Portugal

Oxidative stress oceurs when free radical formation exceeds ability 1o protect against them
causing several acute medical problems,

1t is important to identily the antioxidant compounds that block this damage occurrence.
Those compounds can be obtained by food intake but they can also be of great importance
regarding industrie] field, as they can also be used te produce diet supplements to prevent,
for example, inflammatory preblems

The study of phenolic compeunds (PC) in food products is extremely imporiant as they
may contribute, when consumed in'a correct diet, to a healthier life. PC are abundant
micronulrients in human diet, and there are evidences of their role as pntjoxidants,

The use of chromatographic technigues is fundamental and when hyphenated with different
detection methods can give us important information. The detection of compounds with
important biclogical effect in humans is impertant for new drugs” development in
Pharmaceutical Industry, .

The aim of this study was to quantify total PC in grapes and wines and to identify them by

. LC-DAD-D-ED-MS techniques,

Total PC content of methanolic and etbanolic extracts of grape (skin and juice) was
measired by Folin Ciocaltan methed.

Methanolic extracts were analysed by LC and a tass spectrometry system equipped with
an atmospheric pressure chemical ionization source was used in conditions previously
optimized, Results were treated by Excallibur 3, 1software,

In chromatograms obtained using LC-MS some PC as caftaric acid, procyanidin dimmer,
catechin, (-)-epicatechin, mirycetin glycoside, antocyanin glycoside, t-piceid, quercetin 3-
palactaside, quercetin glycoside, quercetin were identified on grape skins and juice,
comparing their MS spectra with results from standards or data from literature. Some of
the compounds were also detected with electrochemical detection, thought they may be
responsible for antioxidant properties of wines,
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DISSOLUTICN ENHANCEMENT OF POORLY SOLUBLE DRUGS
THROUGH DRUG-HYDROXYPROPYL BETACYCLODEXTRIN
TERNARY SYSTEMS
0.K. Kamel
Egyptian European Industry Egypt

Meloxicam and Celecoxib, are two poorly water-soluble nonsternidal anti-inflammatory
drug with relatively low bioavailabilily. This study showed ibe effect of cyclodextrin with
u third componen: on impraving their solubility, dissolution rate, and bicavailability,

The effect of ternary complexation of meloxicam, with hydroxypropyl-beta-cyciodextrin
and the basic aminoicid L-arginine on the drug dissolution properties has been
investigated, Bquimolar ternary (drup-cyclodextrin-arginine} systems were prepared by
kneading spray,freeze drying,solvent evaporation techniques and characterized by
differential scunning calorimetry {DSC), FT-IR spectroseopy,scanning electron
microscope(SEM). The dissohnien behavior of melexicam from the different products was
evaluated. Al iernary combinations were significantly more effective than the
correspending drug ulene in improving meloxicam dissolution rate,

Also the inclusion complexation between celecoxib and hydroxypropyl-beta-cyclodextrin
(HPBCD) in the presence of hydroxypropyl methyleeliulose (HPMC) was studied. Phase
solubility studies were ssed 10 evaluate the HPBCD complexation in the presence of
HPMC. Stability caonstants, Ke, of the complexes were determined. Solid dispersions were
obtained by kneading,solvent evaporation and freeze drying and characterized by the same
methods( DSC,SEM,FT-IR).

The best performance in this respect was given by the ternary spra:} dried product of
Meloxicam dissolution rate and solvent evaporation systems in case of celecoxib . For
celecexib, the presence of HPMC and HPBCD in the dispersions promated its dissolution
rute. Phase sclubility study revealed » positive effect of the polymer on the drug
complexatian, Improvement in stability constants values, Ks, of ternary complexes learly
proves the benefit of the HPMC addition for promating higher complexation efficiency.

IPS-0-007

OPTIMIZATION OF POORLY COMPACTABLE DRUG TABLETS
MANUFACTURED BY DIRECT COMPRESSION USING THE
MIXTURE EXPERTMENTAL DESIGN,

T Martinelle, T, M. Koeneke, M. V. R. Velasco, M. E. §, Takeda, V. O,
Consiglieri
Universidade de Sfo Paulo Brazil

The poor flowability and bad compressibility characteristics of puracetamol are well
known. As o resull, the production of paracetamol tablets is almost exclusively by wet
granutation, a disadvantageous method when compared to direct compression, The
development of a new tablet formulation is still based on & large number of experiments
and often relies merely on the experience of the snalyst, The purpose of this study was to
apply experimzntal design methodoiogy (DOE) e the development and optimization of
tabler formulations containing high amounts of paracatame] {over than 709) and
manufactured by direct compression. Nineteen formulations, screened by DOE
methodology, were produced with different propertions of Microcel® 102, Kollydon® VA
64, Flowlae®, Kollyden® CL 30, PEG 4000, Aerosil®, and magnesium stearate, Tablet
properties, except friabiliy, were in aceordance with the USP 28th ed. requirements. These
results were used to generate plots for optimization, mainly for felubility, The physical-
chemical dat found from the optimized formulation were very iose 1o those from the
fegression anzlysis, demonstrating that the mixture project is # great too] for the research
and development of new formulations,

IPS-0O-008

DEVELOPMENT OF PIROXICAM-LOADED GELATIN
. MICROCAPSULE USING SPRAY-DRYING
C.5. Yong', H.-G. Choi!, M.-K. Kwak', B.-K. Yoo', I.-A. Kim', W.5. Lyoo?,
C.-W. Yang', M. Newa', K.H. Bhnndarj'; P. Balakrishnan', M.-G. Pino', D.-
H. Li
'College of Pharmacy, Yeungnam University South-Korea School of
: Textiies, Yeungnam University South-Korea

Piroxicam is a drug with Jow water solubility and high membrane permeability included in
class 2 of the Biopharmaceutic Drug Classification System, To enbance the solubility and
dissolution of piroxicam by gelatin microcapsule using a spray-drying method. Piroxicam-
loaded gelatin microczpsules containing piroxicam were prepared with various ratio of
piroxicam, ethanol, gelatin and sodium lsuryl sulfate. Their physicochemical praperties
such as microcepsule, size, shape, solubility and dissolution were investigated. Sodium
lauryl sulfate and piroxicam and pelatin were dissolved in 7:3 mixture of water-ethanal
(0.1M NaOW). The dissolution rate of piroxicam tn the microcapsules increased markedly
compared (o pure piroxicam powder and appeared te be proportional to the sodium Jaury]
sulfate content in the microcapsules, Ameng the formula tested, the micracapsule at the
gelatin/sodivm laurylsulfate/piroxicam ratio of 8/1.2/0.6 showed the highest solubility and
digsolution of piroxieum, The results demonstrated that the gelatin microcapsule using
spray drying methed could be a potential candidate for the oral dehvery system of poorly
wiler-§ olubla piroxicam,

Acknowledgemenis: This research was supported by grant No. RTIO4-01-04 from the
Regicnal Techaology Innovation Program of MOCIE.

EVALUATION OF THE MANUFACTURING INDUSTRIES OF

OFFICINAL MEDICINES AND PHYTOTERAPICS ON RIO DE
JANEIRO STATE ACCORDING TO GOOD MANUFACTURING

PRACTICES {GMP), AS RECOMMENDED BY THE WORLD
'~ HEALTH ORGANIZATION (WHO) AND REGULATIONS OF
NATIONAL SANITARY SURVEILLANCE AGENCY.
N. Dias da Costa Alves
CVE/SES/R] Brazi)

The manufacluring industries of officinal medicines and phytoterapics in Brazi} developed
o lot in the last years, recognizing the need to assure the quality of their products and tried
Lo assist the patterns demanded by the government. In that point of view, the same ones are
trying o adapt at the norms and guidelines established for Ministry of Health.

In this work was evaluated the cument siteation of the manufacturing industries of officinal
medicines and phytoterapics of the Rio de Janeira State, a5 well s, the behaviar of the
same ones for the adaptations accomplished for the execution of the egal and nosmative
instruments, used for the sanitary inspections in companies with these activities,

Starting from the study of the existent administrative processes and of the information
made available by ANVISA, had been identified 48 companies with activities relate the
production and/or fraction and distribution of officinzl medicines and phytoterapies, They
were rescusd and appraised the reports of existent inspections for each company, starting
fram the validity ef the Resolution RDC ne 210/03, having been verified the first nine
months of implantation of the nerm, the following situation: 29,2% companies in the
satisfactory silwation, 10,4% satisfactory compenies with resirictions, 39,6% paralyzed,
6,2% unsatisfactory and 14,6% that requested the cancellation of the process because
don't having conditions for the execution of the Resolution RIDC no 210/03.

In relation of the adapiations for the execution of the norm, in general, the main
irregulerities found for these companies, implicate operational flow, the quality control and
subjects regarding the registration of the product.

The current plcture found demonstares that it is still big the number of companies with
related activities the production and/or fraction and distribuiion of phytoterapics and
officinal medicines in adaptation phage in the industrial park of Rio de Janeiro State,
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COMPARISON OF THE PHARMACY CURRICULUM IN THE
UNITED STATES VS. IRAN IN PREPARATION FOR
PHARMACEUTICAL INDUSTRY
Z. Ansari-Jaberi
VA Palo Alto Health Care System United States of America

Established in 1934, Tehran Medical University (later known as Tehran University of
Medical Sciences & Health Care Services ~-TUMS), was the first pharmacy school in Tran,
It is curvently one of eleven pharmacy schools in Irun, The Thomas 1. Long School of
Pharmacy & Health Sciences (T.J. Long) is one of seven pharmacy schools in the State of
California. It was founded in 1955, long after the first school of pharmacy, The
Philadelphia College of Pharmacy, was established in 1821,

This preject was undertaken to compare the pharmacy curriculum TUMS versus T.J, Long
in preparation for pharmaceutical industry,

TUMS requires studenls to take a great number of basic introductory science courses,
whereas T.J. Lang requires moit introductory science courses to be completed prior fo
admission. While TUMS mandates courses such as English Janguage and Islamic studies,
students at T.}. Leng bave the opportunity to explore pharmacy beyond the classroom such
a5 participation in pharmaceutical educational seminars, A number of courses such ag
Pharmacy Law and Neuropsychiatric Care are exclusive to the curriculum at T.1. Long,
while others such as Drug Quality Control and field work in Industrial Pharmacy are
exclusively offered to students at TUMS, Overall, T.1. Long prepares graduates to become
generalist practitioners of pharmacy equipped with 2 strong pharmacy knowledge base and
an emphasis on clinical work. On the other hand, TUMS exposes students ta multiple
phurmacy disciplines with an emphasis on research in addition to providing graduates with
a strong pharméacy knowledge base.

Graduutes of beth curricula are equipped with the skills necessary to successfully practice
in the field of industry, There are also restrictions within both eurricula that may limit the
student’s exposure to pharmacy industry. Eliminating or minimizing these restrictions is
one way of improving the current curricula in order to place a greater emphasis on
pharmacy industry,

IPS-0-011

THE IDEAL INDUSTRIAL PHARMACY PROGRAM: A CROSS-
CULTURAL STUDY
5.A M. Makady
German University in Cairo Egypt

In Jight of finding an ideal Industrial Pharmacy curriculum that allows pharmacists of the
world to stand on equal grounds, a cross-cullural study of the undergraduate carricula at
the USA; reptesented by the University of Cincinnati, Egypt; represented by Ain Shams
University and Germany; represented by the German University in Cairo, has been
performed 1o cover the educational side of pharmacists’ careers, To test the strength of the
relationship between university education and industry, an intensive visit to an eloguent
pharmacewtical factory; Medical Union Pharmaceuticals (MUP) in lsmailia, Egypt, was
integrated into this preject. It was found that while studying a classical thecretical course
will help one understand 1he core issues, as it is the case in Egypt, intensive lectures and
practical courses, such as those delivered conerrent to the highly detailed lectures taught
in Germany, increase both the theoretical and practical aspects of the subject, Also, the
ideal curriculum sheuld contain an industrial pharmacy skills lab akin to the one being run
in American umiversities to create patient-oriented pharmacists that can ensure the best
treatment for their patients, Pharmacy graduates must have the opportunity to manufacture
and test all pharmaceutical dosage forms for quality as in the Germun System, It is
concluded that although each teaching system has its merits, the German Pharmaceutical
Educational System is the closest to the Ideal Industrial Pharmacy Curriculun,

IPS-0-012

THE INDUSTRIAL PHARMACY CURRICULUM
K.G. Green
Kingston Public Hospital Jamaica

This presentation is aimed at providing insight into the research that investigated the
industrial pharmacy eurriciilum at the University of Havana, Cuba and Purdue University,
United States of America, the relationship between industrial pharmacy education and
practice, and the ideal industrial pharmacy curriculum.

A qualitutive research was carrled ot using convenient methods. Secondary data was
aobtained from the internet, relevant texts, and course outlines, Informal interviews with
contact students and lecturers via elecironic mails and telephone conversation were also
used. The information eolbected was then analyzed and the findings presented.

Despile limitations to the research methodology the findings suggest that the industrial
pharmacy eurriculum at the University of Havana and that at Purdue University are
somewhat comparable in that, similar foundation courses are taught before moving o the
care courses which were also similar, However both universities differ in three major
urea; credit hours, type of qualification and practicul experience, The relationship between
industrial phurmacy education and practice is positively skewed. Ideally, industrial
pharnicy curricutum should provide continual updating in the content and teaching
strategies, greater flexibilily and be completed in the shortest time,

In Cencluding, improvement is possible with current industrial pharmaey curriculum, A
positive relationship between industrial pharmacy education and practice exists, More
advance research is needed in this area.

UNIQUE MODULAR CURRICULUM CREATES UNIQUE
PHARMACISTS
T.M.C. Cavanaugh
University of Cincinnati United States of America

Addressing the educational needs of individuals going into the various positions available
in the field is an ongeing challenge for colleges of pharmacy. The University of Cincinnati
(UC) Callege of Pharmacy has developed a unique eurrieulum that prepares students to
undertake a variety of pharmucy careers, including development and manufaciuring, retail
and elinical positions, '

The modular system is & mechanism by which students are exposed to all facets of
pharmacy. This begins in the fiest professional year with basic science classes including
biochemistry, anatomy and physiology, molecular biology and medicina) chemistey, The
skills laboratery courses accur over the first three years of pharmacy school and prepare
students for experientia! rotations, as well as pharmacy practice. Components of all other
courses are incorporated into the skills lab, Skills Jab is a pivetal tool in the modular
curriculum system.

As time progresses, students are exposed to more advanced courses, i.e,, management,
therapeutics, pharmacokinetics, ‘Therapeutics classes are designed to teach students
individual bady systems, more advanced anatoniy and physiolopy, pharmacology of each
system, a5 wel! as the medical chemistry of agents used to treat diseases of the systems.
Students are taught manufacturing and develepment through a continuum of drug delivery
und pharmacokinetic classes. These classes include the science behind industrial
pharmacy and different delivery mechanisms, and contribute to un understanding of
pharmacokinetics and pharmacodynamics,

The health care systems of the United States and around the world are changing.

Pharmacy education must continually be updated and developed to meet health care neads,
The progressive faculty and administration at UC recognized this and developed the
modular curriculum system. This system graduates pharmacists who are prepared to
develop medications, synthesize them and distribute them,
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RP-HPLC METHOD FOR DETERMINATION OF OFLOXACIN AND
ITS DEGRADATION PRODUCTS IN TABLETS
1j. Zivanovic', Z.G. Zigic?, ZM. Zecevic'
‘Faculty of Pharmacy, Belgrade Serbia and Montenegro *Medicines and
Medical Devices Agency Serbia and Montenegro

A quantitative RP-HPLC method was developed and validated for delermination and nssay
of efloxucin(OF) and its degradation produets decarboxy ofloxacin (DOF), 9-piperazino
ofloxacin {POF), des-methy] ofloxacin (MOF) and ofloxacin-N-oxide (NOF) in tablets, A
RP-HPLC method was performed an XTERRA C18 column with hybrid particle
technalagy at 4500 with 18:82 (v/v) acetonitrile-aquecns, pH 3.5 mobile phase at o flow
rate | mL min-1. Detection was at 294 nm, Under those conditions the retention time and
retention factor were 4.34 min and 1.07 for DOF, 8.13 min and 2.87 for POF, 9.06 min and
3,31 for MOF, 9.99 min and 3.76 for OF and 14.27 and 5,79 for NOF indicating that
compaunds were well separsted, The RSD valves for quantification of DOF, POF, MOF,
OF und NOF were of 0,77, 0.58, 0,51, 0.190 and 0,70% indicating the precision of RP-
HPLC method was good. The method is sensitive and reproducible. The limits of detection
for DOF, POF, MOF, OF and NOF were 0,10, 0,13, 0,06, 0,03 and 0.03 pg mL-1, The
recavery values were from 97,5% to 104,1%.

The deseribed method can be used for simultanens identification and assay of all analysed
compounds in Visaren® iabless.

STANDARDIZATION OF IBUMOL GEL OF COMBINED EFFECT
WITH USE OF CHROMATOGRAPHIC METHODS.
G. Tilazva', Kh.G. Ganieva®
'Dep.of Drug & Med, Eq. Qual Cont Uzbekistan *Tashkent Pharmaceutical
Institute Uzbekistan

Nen-steroid anti-inflammatory agents are basic preparations in the pharmacotherapy of
muny chronic diseases. However, their long-terts use in effective doses is ofien difficult
due to their frequent complications,

This worl: is dedicated to stundardization of ibuprofen and paracetamol in gels 'Tbumo] gel’
with use of chromatographic methods (thin-luyer and high performance liguid ones),

For analysis there was used 10% gel "[bumal gel’ containing ibuprofen and paracetamol in
rafio 121,25, The working substrates were extracted from the forming one with use of
ethunol. After separation ibuprofen and paracetumel in the system of diluents ethy] acetate
: aceton intensity of spot color and indicators Rf {0.68; 0.58, respectively) were identical 1o
standardg samples of working substrates, Quantitative content were assessed en the liquid
chromstograph of mark Agillent 1100, Detectien was performed with wave length A 235
nm, and methanol-acellc acld was used as change phase (70:30), The chromatographic
changes in swndard sumples of ibuprofen and parucetamal were studied paralle] under
these conditions. The quantitative contents of ibeprofen and paracerimal were dedermined
in gels on the besis of symmetric, area and time of spikes, There was found: ibuprofen —
K({mesn)=0.008; 7=4; ((P;f)=2.78; 5=0.0002; E%mean=2,45%; paracelamo) —
Xmean=0,010; f=4; ({P;N=2.78; 5=0,0002; E%mean=2,26,

Thus, there has been performed qualitative and quantitative snalysis of ibuprofen and
paracetamol in gels with use of chromatographic methods aof thin Juyer and high
performance liquid. The tzchnique preposed has been included into the project of temporal
pharmacopozia article for gels “Toumo! gel.

LMCS-P-004

LMCS-P-003

STUDY OF PHENSULEAL RELEASING VELOCITY FROM
SUPPOSITOIRE WITH METHOD IN VITRO,
G, Tillaeva', U.M. Tillaeva®, U.M. Azizov’, N.P. Abduvasitova® -
lep.of Drug & Med, Eq, Qual Cont Uzbekistan *Tashkent Pharmaceutical
Institute Uzbekistan

Purpose: Bisulphite derivative of phenyl-glyoxylic acid Phensulkal was anti-inflammatory
drug is widely used in the gynecological practice, There are active investigations in the
deveiopment of vaginal suppositories. These studies are devoted to investigation of
releasing velocity of Phensulkal from experimentally obtained suppositories,

Method: There was used traditional method of Kruvchinckiy and modified 'revolving

baskel' for analysis where segment of the upper pant ef rabbil rectum {ampulla rectizm) in

the isolonic solutien served as semi-permeable membrane, The phosphute buffers were use

as dialysis medium (pH 7; 7.2; 7.4). Diulysis was performed al temperawre 37+-0/5 C,

The revolving velocity was 50 rm. Samples for analysis were selected every 15 minutes

during 2 hours, The deficiency of material used for analysis was made up with clean buffer
- solution.

Quantitative content of Phengulkal in the dinlyzate was determine with spectrophotometric
methed on the *Agilement 8453' mark of spectrophotometer with wave lenpth A =232 nm.
Standard selutions of phensulkal were used for compuarison.

Resulis: Opu'm'u! conditions for phensulkal releasing from suppositories was use of devise
‘revalving bagkel'. Maximal guantity of relensing in the medium of phosphate buffer in pH
7.2 was in 90 minutes, that accounted Jor 75% of phensulkal, '

Conglusion: There has been studied and developed technique of phensulkal releasing

velocity from suppositories under above-mentioned conditions. 11 was established that
muximal releasing of phensulkal achieved in modified method ‘revelving baskel’ from

suppozileries in comparison with traditional method of Kruvchinskiy,

THE RP-HPLC METHOD IN DIKALM® TABLETS ASSAY -
A. Arandjelovie, Z. Basic, M. Toskic Radojicic
Military Medical Academy Serbia and Montenegro

Introduction: The RP-HPLC method has heen developed for the simultaneous
determination of acetylsalicylic acid, paracetamel and codeine phosphate in Dikalm®
tablets, Fam Pharm, Krusevac,

Methods: The chromalographic system consisted of a Waters 600E pump, 2 Rheodyne
7725 injector with a 20 pl sample loop und 2 Waters 484 UV-V1S detector, Sepirations
were performed on & Supeleosil™ ABZ+Plus column (150 mm x 4,6 mmm; Spm) at 20°C,
PH of methuno!-0,01 M potassium dihydrogen phosphate {10:50 V/V) mobile phase was
adjusted to 4,00 with phospheric acid, Flow rale was 1,6 mi/min. UV detection was
performed ut 284 nm.,

Resuits: Linearity of the method was established within the concentration range 50,0-
200,0 pg/m! for acelylsalicylic acid, as well as for paracetamo! and 47,0-53,0 pp/ml for
codeine phosphate, Accuracy of the method was confirmed with recovery valucs, 98,90%
for acetylsalicylic acid, 98,78% for paracetamol and 99,31% for eodeine phosphate. High
method precision was Tound since RSD for acelylsalicylic acid was 0,57%, 0,78% for
puracetamol and 0,27% for codeine phosphate, The sensitivity of method was
demonstrated with determined LOD and LOQ for active components.

Conclusion: Based on obtained results, proposed meihiod can be used for routine QC of
Dikalm® 1ablets,
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DISSOLUTION TEST PERFORMANCE TIME INFLUENCE ON
THEOPHYLLINE RELEASE PROFILE FROM AMINOPHYLLINE
MATRIX TABLETS
A. Arandjelovic, M. Toskic Radojicic, E. Gazikalovie, M. Antunavic
Military Medical Academy Serbia and Montenegro

Aim of this work was 10 determine DT performance time influence upon theophylline
release profile from aminophyliing matrix tablets, Those are produced in laboratory
conditions with lactose (38,43%) as diluent and Carbopol 9717 (10%) as matrix agent.

Metheds: Direct compression method is used in the matrix tablets production. Dissolution
is determined at Sartorius solubility simulator, using mixture of enzyme-free artificial
gastric juice and appropriate quantity of Na phosphate as dissolution medium. Previously
specified conditions for pH value variation ¢1,2-7,4) in the functon of time (0-8 h),
simulate digestive iract conditions. Content of dissolved theophylline is determined
spectrophctometricaly at 275 nm.

Results: Results of DT performed three weeks from tablets production have shawn
decrease in total theophylline release content after each hour comparing to results of DT
performed immediately afier 1ablets production. Noticed decrease was the least after first
hour (3%), the most significant afier fifih hour (14,20%), until decrease in total drug
content was 5,58% after eighth hour, It could be possible that Maillard condensation or
increase in semperature and humidity are responsible for tablets darken in the function of
time, are alse important for the mentioned diferences in theophylline release profiles from
tablets.

Conclugion is that DT performance time has indisputable influence on theophylline release
proftle from examinated tablets.

LMCS-P-007

DEVELOFPMENT AND VALIDATION FOR THE SIMULTANEOUS
DETERMINATION OF ETHANOL CONTENT AND ORGANIC
VOLATILE IMPURITIES IN RESERVOIR-TYPE FENTANYL
TRANSDERMAL DELIVERY SYSTEM BY GAS
CHROMATOGRAPHY
K.H. Lu, CY. Chen, 1M. Hu, H.C. Shih, R.L. Shih, E.S. Chin, C.8, Chien
National Bureau of Controlled Drugs China Taiwan

An ethanol/water cosolvent system was applicably used as a vehicle in the reservoir-type
fentanyl transdermal delivery system. Since ethanol acts as a skin permeation enhancer, the
agsay of ethanol content is an important criterion of quality control under good .
manufacturing practices (GMP), Furthermore, the determination of organic volatile
impurities (OVI) mentioned in United States pharmacopoeia (USP) is dedicated to limit ;'he }
residual solvent which would be harmful to health in drug products. This present study is:to
develop and validate an isolhermal gas chromatography-flame jonization detection {GC- -
FID) method for the simultaneous determination of ethanol content and OVI in resetvoir-
type fentany] patch (DurogesicO), The chromatographic conditions of the method employ a
Supelco OVI-G43 capillary column (6% cyanopropylphenyl- dimethylsilioxane, 30 mx -
0.53 mm i.d., 3 pm film thickness), iscthermal elution with helivm at a column flow of 5.2
ml/min, injector temperature at 200°, detector temperature at 250", oven teinperature 4t
50, a split ratic of 20,010, and 1.0 Wlinjection volume, The validation criteria such as
specificity, linearity, range, accuracy, precision (repeatability and intermediate precision),
system suitability, robustness and limits of detection and quantification were considered.
The results presented in this stedy showed the validated gas chromatographic method can
be applied to the determination of ethanol content and OVI in the quality control of
reservoir-type fentanyl patch.

LMCS-P-008

ROBUSTNESS OF RP-HPLC METHOD FOR THE
DETERMINATION OF VALDECOXIB AND ITS IMPURITY SC-
77852
M. Zecevic!, 8. Savic®, Lj. Zivanovic'

"Faculty of Pharmacy, Belgrade Serbia and Montenegro 2Medicines and
Medical Devices Agency of Serbia and Montenegro

A reversed-phase liquid chromatography method was developed and validated for the
evaluation of valdecoxib and impurity SC-77852, which constitutes of a-N-lactosyl
sulfonamide and B-N-lactosy] sulfonamide, i.e. a and B-anomer., ‘The separation is achieved
on manolithic HPLC column, Presented RP-HPLC method is fully validated for its
linearity, precision (repeatability), quantitation and detection limits, as well as rabustness,

Methad robustness was mvestigated using 23 full factorial desigm, to obtain information
abaut the effects of the selected factors (methanol content in the mobile phase, pH of the
mabile phase and the column temperature) on resolution, which was chosen as a dependent
variable. The final step optimisation of the variables was performed using response surface
design.

The best chromatographic conditions were achieved by using mobile phase - methanol;1%
water solution TEA (36:64 viv), pH 7.4, column temperature 220C, The separation was
cemied out on Chromelith Performance RP-18e column (100mm x 4,6mm), macropote size
2pm, mesopore size 13nm, fow rate 3,5ml/min, using detection on 220nm.

Validated method can be used for assay of valdecoxib and 5C-77852 in dosage forms of
valdecoxib.

CA-125 AUC INCREASE FOR PREDICTING EPITHELIAL
OVARIAN CANCER RELAPSE
M.M. Caramona, A. Mano; A.C, Falciio, I. Godinho, J. Santos, F. Leitio, C.
de Oliveira
Coimbra University Portugal

Aim: The objective of the present work is to evaluate if increases in the CA-125
nermalized in time area under the curve (AUC) can be used to signal ovatian cancer
relapse in advance of clinical detection,

Methods: Retrospective clinical information was gathered from 1990 to 2000 regarding to
111 patients with a diagnrosis of epithelial ovarian cancer at Gynaecology Service with 3
minimum of 3 CA-125 serum concentrations between the end of primary treatment and the
evaluation date. The first CA-125 level after the end of treatment had to be under 35 [U/ml
(baseline), The end of treatment was determined as the date of curative surgery if the
patient didn’t receive any chemaotherapy, or the date of conclusion of adjuvant
chematherapy or the end of consolidation chemorherapy. A criterion of CA-125 AUC
increase was tested; the Lotal CA-125 AUC normalized in time (AUCZ) was compared 10
the previeus one (AUC1) and a time (ti) was sought, where AUC2 = F* AUCI with F
equal to 1,10 (10%), 1.25 (25%), 1.50 (50%), 2.00 {100%), 2.25 (125%:), 2.50 (150%) or
3.00 (2C0%). Sensitivity, specificity, positive predictive value (PPV), negative predictive
value (NPV), false positive (P} rate, and false negative (FN) rate was calculated and the
best accuracy was registered. The lead time to relapse was measure from ti te the relapse
date,

Results: The besl accuracy (85.%) was achieved with a factor of 1,25 (25%) giving a
sensitivity of 73%, a specificity of 90%, PPV of 70%, NPV of 91%, FP rate of 7.8% and
an FN rate of 6.8%.The mean lead time to relapse achieved was 181.0 (-37 to 843;
5.E.=56.3) days,

Conclusion: In our population the increase of 25% between two consecutive total CA-125
AUC normalized in time predicted the relapse with a high accuracy (85%) and with a
substantial mean lead time to relapse (181 days),
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DETERMINATION OF L-ASCORBIC ACID IN BIOLOGICAL
FLUIDS USING HYDROPHILIC INTERACTION LIQUID
CHROMATOGRAPHY
P. Solich’, L. Novékovd', D. Solichovi? T. Gameiro®, A. Pena®, P, Solich'
'Charles University, Faculty of Pharmacy Czech Republic *Dept. of
Metabolic Cure and Gerontology Czech Republic *University of Coimbra,
Faculty of Pharma Portugal

L-Ascorbic acid (vitamin C) is n physiologic reduction agent, the enly biologically active
one from four possible stereo-isomers, 1t plays #n important role in human organism,
especially a5 an antioxidant, 1ts level could be a marker of health and nutritionul state a1
patients freated for metabolic, cuncer or cardiovascular disenses.

Ascorbic acid s a very polar compound which ig almest not retained on-analytical column
uging cemmon RP-HPLC conditions, at certuin conditions it is eluted even with the dead
volume, Hydrophilic Interaction Liguid Chromatopraphy (HILIC) ix a very convenient
method for ity determination, becawse it allaws relention of very polar compounds as
ascorbic acid.

ZIC HILIC {150 x 2.1 mm, 3.5 um) chromatographic column was chosen for analysis
using mobile phase composed of acetonitrile und ammanium acetate buffer pH 6.8,
Detection was performed a 268 nm,

1solation procedure of ascorbic acid from biological fluids included extraction using m-
phosphoric acid. The method was validated nsing intémal standard chlorogenic acid for
guantitation, The calibration curve was linear from 0.57 pmol/] to 568 pmol/] with
coefficient of cormelation R = 0.9005.

The authors gratefully acknowledge the financial support of MZO 00179906, Grant

Agency of the Ministry of Health of Czech Republic 1GA NR /B048-3 und Czech Ministry
of Educarian project no, MSM 0021620822,

LMCS-P-011

EFFECT OF DRUG-INDUCED ASCORBIC ACID RELEASE IN THE
STRIATUM AND THE NUCLEUS ACCUMBENS IN HIPPOCAMPUS-
LESIONED RATS
C. Wu, F. Dai, J, Yang
Shenyang Pharmaceutical University China

The mechanism of ethanol, morphine, methampheiamine (MAP), nicotine-induced ascorbic
acid (AA) relenst in sirjalum and nuclens accumbens (NAc) is nat well underslood. Our
previous sidy showed thal the glutamatergic system was involved in the addietive dmug-
induced AA release in NAe and stfatum. Furthermore, frontal decortication eliminates
drug-induced ascorbic acid release in Lhe stristum but nol in the NAc. In the present paper,
the roles of the hippo-striata) and hippo-aceumbens pathways in drug-inciced AA release
in the striatum und nucleus accumbens were studies by using microdialysis coupled to high
performunce liquid chrematography (HPLC) with electrochemical deteetion, Bthano] (3.0
a/kg, in.), Morphine (20 mg/kg, t.p.), methamphetamine (3.0 mp/kg, i.p.), and nicotine
(1.5 mp/kg, i.p.) significantly stimulated AA release in the striaim and NAe, respectively.
After hippocumpus lesion by kainie acid, AA release induced by these addictive drugs
could be eliminated in NAc, but nol in the striatum, These results suggest that the
hippocampo-uceumbens glhitamatergic pathway may be a common and necessury puthway
in addiclive drug-induced AA release in the NAc, The present results also imply that
different puthway mipght be involved in drug-induced AA release in the striatum and the
NAg of the rats.

STUDY OF PROCTOSIGMOID EFFECT OF EXPERIMENTAL
SUPPOSITORIES OF COMBINED EFFECT 'LEVOBAN',
G. Tillzeva', N.P. Abduvasitova®, Sh.Z.. Shazkhemodova®
'ep.of Drug & Med. Eq. Qual Cont Uzbekistan “Tashkent Pharmaceutical
Institute Uzbekistan

Combination of sntibiatics, anesthetics and provitamins in the suppositories may resolve 4

nunsber of current problens related to rectum imestine, The purpose of investigations was

to study pharmacological activity of new combined suppositoire 'Levoban’ on the mode] of
experimental prociosigmoiditis,

The experiment was performed on rats divided inte 3 groups, Experimenta)
proctosigmoiditis in animals was induced by rectal injection of 0.15 ml of 25% formalin
water solution, Invesligalion was carried out with 3 hours intervals after induction of
pathology. Contral animals from group 1 were administered placebo. Control animals from
groups 2 and 3 were administered suppositeries in dose 0.25 g/kg and 1 plkg recrally 1
time a day during 7 days.

The experiments showed thut after ndministration of formalin into the rectum o1l the
animals were observed anxiety expressed, inereage in respiration and agaressiveness,
Control inimals had got local inflammatory process and severe intoxication and increase in
rectal temperature by §-1.9° C to 2-3 day of wreatment, and there was seen red and black
blood in the feces some animals thal resulted in death of 2/8 animals, Animals receiving
tested suppositories had better tolerance ta harmful effect of formalin. The general swate of
animals improved significantly on the 2-3 days after treatment. Mucosal excretions from
anus did not become suppurative, Rectal temiperaturs reaction  increased only by -0.3-0.8
C.

Investigation of suppesiteire 'Levoban', containing combination levomicetin, anesthesin and
sea-buckihorn oil during rectal administration there was established of recturm shows
marked unalgetic, antibacterial and wound hezling effect.
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THE BI-COMPARTMENT AUTOINJECTOR OF THE FRENCH
MILITARY HEALTH SERVICE FOR EMERGENCY TREATMENT
OF ORGANOPHOSPHATE POISONING
A.-C., Mendes-Oustric, 8. Bardot', P. Clair', G. Lallement?, D, Zabé®, C.
Renaudeau®
'Pharmacie Centrale des Armées France Centre de recherches du SSA France
*Direction centrale du S§A France *ITSPCA France

CONTEXT: In military situations, only early administration of antidotes could counteract
deleterious effects of un intoxication by orgunophosphate nerve agents,

Until 1993, 1he Multipen{R} autoinjector (Al) was available to DUPHAR firm. This Al
included atrepine sulfate (2mg), diszepam (7.5 mg) and pralidoxime (350 mg} in liguids
forms,

GOAL: From 1993, the French military health service considered changing Multipen(R) by
4 new product with a reusuble meehanism and a bi-compartient cartridge, One
compartinent includes a freeze-dried form of atropine, pralidoxime and avizafone, the
pradrug of diazepam. The second compartment contains sterile water which allows
solubilization of the three-therapy jost before intramuogeular injection,

Wilh this new device, change of the antidotes is possible as well us the rep]ucemeut of the
cartridge when expired.

RESULTS: The mechanical components of the new Al are purchased from the french firm
SEDAT. Then, achievement of the medicinal cartridge (aseptic filling and freeze-drying)
and assembly of the device are done in the Tharmacie centrale des armées”,

Efficacy of the three-therapy, evaluated in the French military health service research
centre, leads to a 20 mg dose of avizafone as equivalent to the dose of diazepam
previously included in ihe Multipen(R),

Freeze-dried form of the medicalion is stable at least 4 years at 5°C or 1 year at 25°C.
After solubilization, stability of the antidates iy over 6 months,

CONCLUSION: Industrial and pharmacentical processes of the new Al are validated, Use
for soldiers is now in course of market authorization.

The "Prix Galien 2005' was awarded to Col CLAIR, LALLEMENT and ZABE for the
elaboration and validation of this bi-compartment autoinjector.

MEPS-P-003

CARDIOVASCULAR RISK ASSOCIATED WITH NON-STEROIDAL
ANTI-INFLAMMATORY DRUGS IN MEMBERS OF THE
CANADIAN FORCES
D. Cecillon, J. Ma
Canadian Forces Health Services Group Canada

AIMS:

Use of non-stercidal anti-inflammatory drugs (NSAIDs} and selective agents (COX1Bs) is
quite common in our population; hewever, it is unclear if patterns of use predispose our
members to significantly greater risk of cardiovascular side effects, This study was
performed to describe the usuge patterns of NSAIDs and COXIBs in Canadian Forces
merbers, and 1o determine if such usage is associsted with increased use of cardiac
medications.

METHODS:

A retrospective review of the pharmacy claims database was underlaken to identify all
mermbers who received an NSAID, COXIB, or both, between 1 January 1999 and 30 June
2005, Data was collected regarding patient demographics, amounts of drug dispensed,
dispensing dates, and concomitant medications (cardiac and smoking cessation agentxs),

RESULTS:

A total of 38,707 members were identified as having received at least one cyclo-oxygenase
inhibitor {either NSAID or COXIB) during the review period. Of these, 33,548 members
received NSAIDs only, 1231 received COXIB therapy only, and 4928 received a
combination of both drugs.  The majority of members (58.4%) use these agents on a short-
term episodie basis, with less than 1% of members using such therapy chronically,
Cardiovasculur medications were uncommonly used in our population.

CONCLUSIONS:
Preliminary review of prescription claims in our members indicates that usage patterns

associated with increased risk for cardiovascular toxicity are largely absent in our
population. Additional werk will be done to quantify the nuriber of individuals at risk.

MEPS-P-004

HOW TO PREVENT ¥OU FROM BEING INJURED IN YOUR
PHARMACY UNDER THE EMERGENCY OF AN EARTHQUAKE
H. Morjuchi
Sojo University Japan

Earthquakes strike your pharmacy(-department) suddenly. Preparation for the earthquakes
is very impartant. However, many pharmacy(-department)s do not scem to pay attention
for that, We would like to show how to prepare for earthquakes and lessen damage under
the emergency.
Before un earthguake
Bolt bookeases, and other tall furniture to wall studs.  Brace or anchor high er top-
heavy objects,  Secure jtems that might fall.  Install steeng latches or bolis on cabinets.
Move large or heavy objects and fragile items 1o lower shelves.  Store flammable
products securely in closed cabinets with [atches, on bottom shelves.
During an earthquake

Get down under a sjurdy table or desk.  Stuy there until the shaking stops.  Infurles
can oeeur from falling building debris,  Stay indoors until the shaking stops and you're
sure it's sufe 1o exit. More injuries happen when people move during the shuking of un
earthquake.

Stay away from windows. Windows can shatter with such force that you can be injured
several feet away,  If you are in a coastal ares, move to higher ground. Tsunamis are
often created by earthquakes.  1f you are in a mountainous area or near unstable slopes or
cliffs, be alert for falling rocks and other debris that could be loosened by the earthquake.
Landslides commonly happen after earthiquakes.

After an Barthquake

Check yourself for injuries. Often people tend to care for others without checking their
own injwies,  Don't try (o move serfously injured people unless they are in immediate
danger of further injury.  Look for and extinguish small fires.  Clean up spilled
medicines or other flammuble liquids immediately.  Open closet and cabinet doors
cautiously. Contents muy have shifted during the shaking of an earthquake and could fall,
creating further damage or injury,  Inspect your pharmacy for damage.

THE MILITARY HOSPITAL PHARMACY SUPPORT IN THE
FOREIGNER MISSIONS
I. H. Silva Diégenes Nogueira, IM Martins, JR Reis
Hospital Militar de Belém Portugal

The military and civilian persons involved in missions outside Portugal need a specific
individual sanitary support, Thus, at the Hespital Militar de Beiém (HMB) there is a
military centre for preventing diseases which, tngefher with the hospital pharmacy (FP)
solves these situations preparing, among other things, four types of kits (Al, A2, A3 and
Ad). The A4 Kit containg the generq| medication and the A3, A2 and Al are cofnposed by
doxycycline, mefloquine or proguanil and chloroquine respectively, The kils were prepared
according to the duration and local of the mission. The logistics of all medicines and
vaccines is responsibility of the 1P,

The aim of this work Was (1) to demonstrate the involvement of the military HP in
fore{gner missions; (2) 1o evaluate the kits dispensed on the HMB during 2004 and 2005
and (3) o compare the compositions of those kits with the OMS guidelines,

The data wus obtained through the eviluation of the kits prescription in the HMB during
2004 and 2005,

The results show that, in 2004, 863 kits were prepared (Al-18.7%, A2-38.9%, A3-3.9%
and A4-38.5%) and in 2003, 722 kits, (A1-28.0%, A2- 49.4%, A3-4.4% and Ad-18.1%).
In 2004, the kits were distributed as fallow: army- 28.0%; uir force-36.8%; national guard-
0.1%; navy-6.4%; police-11.9% and civilians-16.7%. In 2005, the kits were prepared for:
army-36.4%; air force- 29.1%; National Guard-0.7%; nuvy-5.8%; pelice-14.7% and
civilians-13,3%. The majority of kits used in 2004 and 2005 were destined 1o missions in
Africa (53.9%) and Asia (50.8%) respectively,

The HP has #n essential role in the individual sunitary support providing the three sectors
of the armed forces, two security forces und civilians, The compositions of these kits are
according to the OMS guidelines as well as the requirements of the different points of the
world where missions are done.
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ROLE OF DRUG AND POISON INFORMATION CENTER IN A
TERTIARY CARE HOSPITAL OF PAKISTAN
S. Raza, A. Sheikh, M. Ahgan, M. Ghous, S. Muttagi
The Aga Khan University Hospita! Pakistan

Most developing countries suffer from lack of adequate drug informatien dut to lack of
adequate infrasiruciure, current literature and lack of resources and also poor
documertation and dissemination of what little information is available, Existence and
proper functioning of independent drug informaticn cenires can greatly contribute to the
provision of unbiased drug information that is much needed in Pakistan and other
developing countties, A teaching hospital-based drug information centre can he of
assistance nol only in patient care but also in educational activities, The centre can benefit
from the materinl, monetary and multidisciplinary human resources that are usually
available in such an institution. The Drug & Poison Information Centre (DPIC) of The Aga
Khan University Hospital, Kargehi is a repository of information and information
resources. The centre works under the domain of Depariment of Pharmacy Services, DPIC
provides informalion regarding drug dosapes, adverse reactions, availability, compatibility
and stability, use in pregnancy and breast feeding, poison infarmation nd its managemenL.
The DPIC also provides assistance to the hospita) Pharmacy Therapeutic Committee for
formulary managemest and drog evaluation monegraphs. The centre alsc assists the
Ministry of Health In the process of drug regtstration and seeks expert opinion for the
availability of drug in Pakistani market,

An eight-year experience of providing drug information service at The Aga Khan
University Hospital, Karachi, Pakistan shows that it is possible to initiate such an activity
at the Jocal level with modest resources and that such a service is utilized if available, The
tnformalion provided by the drug and poison information pharmacists would definitely
results in improvemenl of patient care by optimizing drug therapy, minimizing adverse
reactions and optimally managed poisoned patients.

PI-P-003

INTERNATIONAL COMPARISON OF EDUCATIONAL SYSTEMS
FOR OTC DRUGS IN PHARMACY SCHOOLS AND CREATION OF -
NEW JAPANESE OTC DRUGS EDUCATIONAL TOOLS
ML.T. Tsukiji, M. Isawa, N, Kose, 1. F, Riged, Y. Sai, E. Nakashima "
Kyeritsu University of Pharmacy Japan

Aims: To keep our national health manageable tnd to stop increasing of medical expenses,
training of pharmacists to give suitable information for self-medication to the general "
public has become essential. However, the educational system and tools for proper use of
nonpreseription (OTC) drugs are not sdequate enough in Jupanese pharmacy schoals. We
gimed o clafy these issuss related to OTC drogs education in Japun, and o make and
assess origingl e-leaming taols for OTC drugs.

Methods: First, we investigated the various educational systems for OTC drugs at
pharmacy sehools in Japan and in four other counudes (USA, UK, Australia and Singapore)
through questionnaires and the Internet, respectively. Next, we made an original e-lzarning
system for OTC drug education and have assessed them by asking pharmacy sthool
students to use it 2nd give their opiniop about the system.

Results and conclusions: ‘The Japanese pharmacy schools that have OTC drug lecture
were only 30% of the total. Also, we found a large difference in volume, contents and
purposes of their curriculims, Half of them did not aim 1o train their students for
evaluation of symptoms, evaluation of medicinal effects and medical referrals. Lecture
time in Japan was shorter than those in the USA and Auswralia. The results indicated that
the differences between coumtries were due (o differences in social background. Upon
reflecting on the results of this investigation, we made our own original e-leaming sysiem
for OTC drogs, and have released it on our departvent’ s website. Astessment of ouwr
results showed that the original e-learning system was effective,

PI-P-004

THE EFFECT OF SISTEMICALLY USED DRUGS ON THE EYES
G. Mihajlovic, 1. Mihsjlovic
Medicines and MDD Agency of Serbia Serbia and Montenegro

Locally applied drugs into the eye may Iead to their systemic effects, but at the same time,
systemically administered drugs may exert side effects on the eye or vislon. Inedvertency
of these latter side effects is their appearance on both eyes,

Lestons caused by the use of certain drugs are generally reversible in natore, but
urfortunately, some of them are of unpredictable course, so that some of the disturbances
may become ireversible. All parts of the eye may be the target for the side effects of
drugs, but according to the frequency, they most commonly cceur on jacrimat system,
comea, lens, resina und the oplic nerve,

. The side effects are: amblyopia, comeal deposits, dyplopia, photaphobia, cataracta,
myopia, nystagmus, blarred vision, color vision and/or visual disturbances, xerophthalmia

and visual hallucinations,

Due to all these possible side effects of the drugs applied systemically or locally on the

gye, care mugl be taken in timely recognition of such disturbances relating to the eye, and -

eventual exclusion of the possibility that they are caused by the drug used in the treatment
of some quite differen| disease, not ocular, In any case, as far as the eye is concerned, it is
always necessary Lo seek the advice of ophthalmologist,

ANALYSIS OF NON-STEROIDAL ANTEINFLAMMATORY DRUGS
TUSAGE DY MEANS OF A QUESTIONNAIRE
A. Peric, M. Toskic Radojicic
Military Medical Academy Serbia and Montenegro

Introduction: We prepared a questionnaire for the evaiuatian of risk factors in taking non-
steroidal anti-inflammatory drugs (NSATDs). The aim was to ask the patients ebout the
efficacy and side effects of NSATDs,

Methods: We included all patients who were presceibed NSAIDs by their physician., There
were twenty-gight questions ranging from general to the more specific ones, ‘The research
was done in the period June—December 2004 in 9 military pharmacies in Serbia and
Montenegre.

Results: 160 patients filled in the questionnaire, The average patient age was 61, the
mujority were male; 71,.2% patients suffered from some rheumatic disease, Arterja)
hypertension was the moslL common concomitant disege, The majority of patients (61,2%)
used anly one of NSAID; 48.9% as tablets, rarely as cream or gel (22.2%) or as injections
(20%). Only 8.9% patients used suppositories, 27.1% rheumatic patients had medica)
treatment lasting 1-5 years, and 51.9% patients were treated for more than 5 yenrs, 40.6%
patients took drugs regularly lo daily dosage regimen. 13.75% patients had no severe
gastrointestinal (GI) side effects, 35.6% use additional aspirin as anti-apgregational
treatment. Approximately 70% of patients use both NSAIDs and gastroprotective drugs.
7% of patients used ]:u‘mun pump inhibitors, and 63.1% used H2 receptor nnmgmusts
{58.19% used ranitidine), '

Conclusicn: Results show that every second patient used some of the drugs for preventing
GI toxicity, along with using NSAID:, The low incidence of side effects and low GI
toxicity in our group of pauants was probably due to the concomitant use of both NSAID
and proton pump inkibitars or H2 receptor antagonists.
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PI-P-005

PI-P-006

PHARMACISTS AS PART OF THE DIABETES MANAGEMENT
TEAM ? TRAINING IS REQUIRED IN ORDER TO INVOLVED
THEM IN DIABETES CARE.

D. Lalej, R, Cohen-Solal, C. Colas, G. Hocherg, L, Kleinebreil, M. Letanoux,
J. M'Bemba, H. Mosnier-Pudar, H. Lepage
Offdiab France

We have created with Jocal pharmacists an assaciation promoting knowledge exchange and
synchrenisation of healil care practices In dinbetes. We propose a 6 item ruining course,
At each session we pinpoint possible actions within the pharmacy itself, 408 pharmacists
and assistants have so far been included. Knowledge evaluation is performed before and
afier the sessions (6 items and 31 questions on SBGM, insulins, sofiware, dinbetes
complications, diabetic foot, diet, psychology and education), Initial evaluation (n=408)
shows that pharmacists 1-perceive that the seriousness of the disease is linked to the
therapy (type 1 diabetes more dangerous: 84%); 2-already have adequate knowledge of the
disease, particularly concerning the diabetic fool; 3-don’t know how to counsel SBGM in
Lype 2 diabetes; 4- Tace difficully in explaining diet; 5- are reluctant 10 counse! and
demonstrate software or changes in insulins. For the 194 participants who have finished
training, mean evaluation score was 14,7+/-2,0 afler training versus 12,2 +/-1,2
heforeland on a scale of 20 (mean+/-5em) (p<;0,0001), All poorly scored items were
improved and in particular disease perception. 67% of the trainees assessed considered
that type 2 diabetes was more serious than 1ype 1, Conclusion: the training course had a
deep impact, It was favorubly met by the pharmacists who discovered the different facets
of diabetes care with their different prolagonists and expressed real involvement, Their
meeting wilh diabetes care teams improves coliesion and communication around the
patient, These preliminary resulls are undergoing validation aver the whole coliort of
pharmacists who went through training.

PI-P-007

IMPROVED DIABETES MANAGEMENT IS POSSIBLE BY
DEVELOPING EDUCATION AND PATIENT COACHING IN
PHARMACIES.

D. Lalej, F, Cohen-Solal, C, Colas, G. Hocherg, L. Kleinebreil, M. Letanoux,
J. M'Bemba, H, Mosnier-Pudar, H. Lepage
Offdiab France

Our assocation promotes exchanges between protagonists invelved with diabetes care and
local pharmacists, Qur pharmacists proposed an enquiry form "You and yeur diabetes’ to
their patients including items on follow-up examinations und a validated questionnaire on
quality of life. 286 questionnaires were studied ; 56% of the study subjects performed 3 1
blood test daily, 10% never checked. 63% have HbAlc every 3 months, 7% never, 58%
have yearly appraisal of microalbuminuria, 27% never, 65% have a yearly eye
examination, 8% never see an ophtalmologist, 49% have a yearly heart check-up, 19%
never refer, 60% have their lipid levels checked every G months, 5% never, Significance of
HbAlc is known by 51%, microalbuminuria by 40%, optic fundus by 62%. 12% dont
know their actual blood pressure levels, 53% say their levels are <;130/80, 53% know their
BP target, 64% know that diabetes is a heart risk factor. 37% never exercise while 63%
know that exercise is recommended. Only 11% go 1o the podiatrist every 2 months, 68%
never do, 63% know that feet have to be checked. 50% of patienis consider having a good
quality of life, whereas 10% consider theirs as bad. Evaluation was followed by detailed
explanations on the need Jor regular screening and on diabetes complications. Conclusion:
50% of the patients declare having adequate information and follow up which stresses the
interest of education enforcement within the phurmacy, the most visited health structure,
Interest demonstruies by pharmacists and patients proved a real need for complementary
eduzational steps. -

PI-P-008

THE APPLIED PHARMACOINFORMATICS UNIT FIELD OF WORK
IN THE MEDICINES AND MEDICAL DEVICES AGENCY OF
SERBIA
Li. Djukie, Lj. Djukic, V. Radonjic, D, Stefanovic
Medicines and Medical Devices Agency Serbia and Montenegro

Introduction: The Applied Pharmacoinformatics Unit is a part of the National Centre for
Information on Medicines and Medical Devices within the Medicines and Medical Devices
Apgency of Serbia which performs regulatory affairs in compliance with the Law en
Medicinal Products and Medical Devices of Serbin (Official Gazette of the Republic of
Serbin ', No, 84/2004)

This abstract is a short everview of work and resulls accomplished since the Applied
Pharmacoinformatics Unit operation commencement.

Mission: The Applied Pharmacoinformatics Unit is engaged in compiling appropriate
experts publications intended for doctors and pharmacists, bused on collecting and
processing information from primary medicines data sources. So fur, there have been
published Pharmacatherapy Guide and National Medicines Index, two publications used
by health professionals in everyday work for conduciing rational, efficacious and evidence
based pharmacotherapy. They contain key, brief und important information necessary for
muking decisions and giving medicines consumers advice an certain medicines application,

Guthering data on medicines consumplion in Serbia and performing their statistical,
epidemiolagical and pharmacological analyses {(ATC, DDD) is also a part of its work, On
this basis, there are made suitable analyses showing current pharmacotherapy condition
und directing the activities 1owards the continuous advancement and impravement of
patients treatment,

Conclusion; Development of the applied pharmacoinformatics includes a number of
activities significant for pharmacewtical health care. It is also important for establishing the
continual follewing pharmacotherapy in practice and aeeurate informing healih care
professionals on medicines traffic. Collecting and processing medicines consumption data
pravides the indicators for enbancement of the National policy on medicines and the
prerequisites for modern treatment with efficacious medicines,

THE APPLICATION OF NATIONAL HEALTH INSURANCE
DATABASE IN TAIWAN: A VALUABLE PHARMACY
INFORMATION DATA SOURCE
F. Hsiao', C.L. Yang®, Y.T. Huang®, W.F. Huang®, Y.W. Tsai®
'National Yang-Ming University China Taiwan 2Chung-Lin China Tatwan
*¥u-Tung China Taiwan *Weng-Foung China Tziwan *Yi-Wen

Background: Large electronic databases constructed by regulatory organizations or
research institutes could often provide abundant information on population-based drug
utilization, Taiwan's National Health Insurance (NHI) databases, with the coverage raje of
nearly over 99% of Taiwan's poptlation, have the opportunity to reveal significant
pharmacy-related infornition as compared with other automated databases in other
countries,

Objectives: (1) to present the straclure of National Health Insurance databases, along with
the comparison with autemated datnbases in other countries (2) to estimate the strengths
and weakness of the NHI databases {3) to systematically review studies revealed
pharmacy-related information using the NHI databases.

Method: Using the characleristics of existing autemated databases in other countries 1o
estimate the strenpths and wenkness of the NHI database. Using PubMed as a tool to
search studizs revealed pharmacy-related information using the NHI databases since 1997,

Results: Studies using the NHI databases usuzlly focused on the analysis of drug utilization
pattern and drug utilization volume. A variety of drugs were investigated, which included
psychotropic drug, anti-ulcer drugs, hepatoprotectunts, antimlerobial agents, non-steroidal
anti-inflammatory drugs (NSAIDs), and sleep-related medications,

Conclusion: The construction of National Health Inserance (NHI) databases absolutely
pravides abundant research resources to provide population-based pharmaey tilization
information in Tuiwin, Yer, researchers or regulutory organizations could make even
grealer progress loward siudies on drug safety issues using the NHI databases.
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PI-P-G09

PI-P-010

WWW.APOTHEEK.NL: INFORMATION ON THE INTERNET
ABOUT MEDICINES AND THE PHARMACIST TUNED IN TO THE
NEEDS OF THE PATIENT
R. Lelie-van der Zande, M., Gilissen, J. Luinenburg
KNMP Netherlands

In 2001 the Dutch Society.of Pharmacists started a website for the public. Goal was to
provide the public with reliable information on medicines, on the pharmacy (finding a
pharmacy and working in a pharmaey), on patient rights and the feasibility to ask
questians.

‘The information an medicines is provided in three categories: Information on medicines
and digeases; Information on self medication; Monthly themes on diverse subjects in
healthcare,

In this abstract we'll focus on the information en medicines and diseases, Our abjective
wa to provide the public with supplementary information to the patient package insert to
improve adherence,
The quesuons and answers you can find on the medicines are the foliowing;
. the effect of the medicine and the diseases it's being used for
side effects to pay attention to
interaction with other medicines
can 1 drive a car, drink alcohol, eal anything
can ] use it when F'm pregnant, want 1o become pregnant or if 1 breastfead
how to use it
what do 1 do when I've forgotten a dosage
€an 1 stop abruptly

Basic information on diseases and what patients can do for themselves was provided for by
the Dutch Saciety of General Practitioners. By a link the public can find more informarion
on the site of the Sociery.

A survey amongst 700 visitors after their visit to the site showed that the public was very
pleased with the site, They found the information they were looking for and indicated
they asked advice from the pharmacist or general practitioner after previous visits to the
site. The visits to the site 1ook an average of 11 minutes,

PI-P-011

DRUG-RELATED PROBLEMS —~ RESULTS FROM PATIENT
INTERVIEWS
E Westh Sorensen, LSH Haugbglle )
Danish University of Pharmaceutical Scie Denmark B

The objective of the siudy was 10 create a foundalion for improving the guality of
counselling practice in pharmacies. The research question was 10 describe drup-related

problems (DRPs) in terms of frequency as well as type in people with angina pectoris, type ©*

2 diabetes and esthma,

Data were collected by medication reviews, home interviews and registration of DRPs for
123 angina pectoris patients, 192 type 2 diaberes patients and 9% asthma patients, The
interviews dealt with the patient’s drup-related experiences, knowledge, perceptions,
problems und actions, The DRPs were registerad according to the so-called PI1-Doc
system.

The results showed that when a medication review was supplemented by qualitative
interviews with patents, a relatively high number of DRPs was revealed compared to
other studies, An average of 2.8 DRPs were identified per angina pectoris patient; 4,1
DRPs per type 2 diabetes patient and 4.0 DRPs per asthma patient, ‘[nappropriate use of
medicines by the patient’ and 'Other problems’ (such a8 limited knowledge of the jliness,
inappropriate lifestyle, fear of medication, lack of information, etc.) were the two most
common DRP sub-categories identified in all three patient groups.

Conclusion: The study provided a profile of a pharmacy-based population of 414 patiens
visiting the pharmacy, all of whom are at high risk of experiensing drug-related problems.
Pharmacy slaff needs to take this high rate of DRPs in people with angina pectoris, asthma
and type 2 diabetes inte account when dispansing medicines to and advising patients from
the three groups, especially when explaining how to use medicines appropriately,

Reference: Haugballe LS, Sprensen EW: Drug-related problems in patients with angina

peetoris, type 2 diabetes and asthma — interviewing patients at home. Accepted for
publication in Pharmacy World and Science, February 2006,

PI-P-012

QUESTIONS AND ANSWERS ON-LINE PRUG INFORMATION
SYSTEM ACCESSIBLE BY COMMUNITY PHARMACISTS
C. Vidotti, E Silva
Federal Council of Pharmacy Brazil

Introduction:

In Bragil, there are not enangh unbiased drug information systems accessible through
Internet. The daily work in a Drug Information Center generates pieces of information in &
questicn/answer format. These pieces of information, in general, are not used outside the
service. However, they can be useful to help community pharmacists to improve
phan'naceuu::al carg, 8o, there is a need to provide these pieces of informatien 1o
community pharmacists.

Obiectives:

To describe steps taken in building up an on-line drup information system and its
characteristics and data,

Results:

Based in & previous Access dalahahe, it was built an on-line Drug Information System
accessible through inlemel using PHP computer Janguage. Users can fill an on-line form
and the question enters automatically in the System. The answer is writing down direetly in
the System and is provided 1o the user by the regular ways and/or can be accessibly by
himvher in she System t00. The questions of possible community pharmacists' interests are
classified as 'pharmacy level and can be accessible by whom who subscribe the Systers,

whieh requires fee payment. Currently, the System has 2400 quest:uns!answcrs 1128 ot

of them can be accessible in the *pharmacy level,
Cunclusicn:

The on-line System is new and its use by community pharmacists is even newer, Follow up
is required 1o verify System usefulness by community pharmacists,

DISCRIMINANT ANALYSIS AS A TOOL FOR STUDYING
PROPERTIES OF THREE GROUPS OF DRUGS WITH
ANTIMICROBIAL, PARASITE CHEMOCTHERAPY AND
ANTITUMORAL ACTIVITIES HAVING A COMMON CORE OF
DIHYDROCARBAZOLE.

F. Lombardo, J. Martiarena
Universidad de Belgrano Argentina

Purpose: To abtain a mathematical predictive analysis applied 1o a selective group of drgs

which show a eomman seaffold. These compounds interact with different mreets, A quick

caleulating of chemical properties of this chenm::lls may Suggest same siructura) featuras of
their receptors.

Methods; Thirty drugy divided in three groups with antibacterial, antiparasite and
antitumoral pharmacological activities were selected. Physicochermical, electronic and
thermodynamic properties were measured with the algorithms of molecular mechanics.and
quantum mechanics. The celeulated properties were analysed by discriminant analysis.

Results: The number of variables in the mode! were 8. The programm select 5, The Wilks®
Lambda equal to .0004850, F (10, 46) equal to 204,2666 p<; 0.00001.

Dipolo was the mos significant discriminant property, the athers less significative,

Conclusions: This research will be focused to calculate 3D molecular descriptors of drugs
menticned above with the purpose to get a deeper knowledge about their receptors.
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PI-P-013

P1-P-014

SURVEY THE TRADE AND DEMAND OF TRADITIONAL CHINESE
MEDICINE IN TAOYUAN COUNTY
R. C. Yang', M. ). Chiv!, C. . Lin', Y. S Jiang, M. F. Sun', Y.H. Jiang?,
X.R. Lin®
'Chang Gung Memerial Hospital China Taiwan “Jiang Y.-H. China Taiwan
3Lin X.-R. China Taiwan

In Taiwan, people are papularly to use traditional Chinese medicinal (TCM) materials,
Taeyuan County Government has decided to promote the economic growth in TCM by the
research and retail trade in this area, Therefore, in order to understand the situation of
retailers sell about TCM. The methods: The resource responses came from Taoyuan
County approximately 1,850,000 people living in. This study was investigation 602
retailers, selling the amount of herbal medicine per month, The questionnaire lists 613
TCM items, offer to the traders fill out the questions, Finally, 542 valid responses were
analyzerl, The response rate was 90%, The results; we were received the top ten of the
sales for purchase in Taoyvan County. According to the drug different effect, as follows:
supplement the blood, supplement gi, warm the center, securing and astriction, clearing
heat, drainage e fire, clearing heat, cooling the blood, dispersing food and abdueting
stagnation, supplement yin, quickening the blood and transforming stasis, coursing wind
and discharging heat. The top ten TCM items are Jujube, Ripe fruit of Barbary wolfberry,
Root of Membranous Milkvetch, Coix Seed, Root of Chinese Angelica, lotus seed,
Rbizome of Common yam, Rehmannia Rhizome , Seed of Gordon Euryale , Poria, In sum,
this study gives a better understanding of the profile of TCM users in Taoyuan County, it
clearly points out that for health conditions and health seeking behaviors are based on the
action of TCM,

PI-P-015

MEDICATION INFORMATION ON PATIENT PACKAGE INSERT IN
PHITSANULOK, THATLAND : CONSUMERS’NEED AND
PERCEPTION
C Sitthiworanan, N Kitikannakom
Faculty of Pharmaceutical Sciences Thailand

Aim

To evaluate medication information achieving in patient package inserts (PPIs) in
Phitsanulok, Thailand

Methods

Consumers who walked in a university community pharmacy were asked to consent in the
study. Semi-struetured questionnaire was designed to interview consumer on format and
malerizl uses for PPIs. Four alternative designs of PPls were presented (o consumer #5
examples. Consumers' lllness condition, present medication uses, medicatidn-
administration and frequent health care institutes for visit were also asked. Statistical
analysis was performed by chi-squared test,

Results

294 consumers were participated the study, 66,7% were female and average age was 37.93
years old. 36% of the consumers had underlying diseases and 48% regularly used
medication for their symptoms. 65% used to receive written materials for medical
information. 78% of consumers were responsible for taking their own medicines and
fellowing constructicn on medication label. 80% of written materials were collected from
package inserts and 92,7% of written materials receivers had read the information, 48.9%
of the readers understood the information on PPIs while only 4.7% did not. Most of PPIs
readers showed they gained medication knowledge as indication and adverse events, Most -
participants favored a briefly information pn a half of A4 print size. A larger font print, at
least 14 peints, was needed, Colorful and pictogram PPI were atiacted but were not the
most needed. For statistic analysis, only cccupalion were statistical significant difference in
PPIs required stating (p<;0.005), students and government officers and less ages seemed to
need more,

Conclusions

Providing consumers with written medication information may probably be an effective
intervention strategy to improve medication knowledge and promote appropriate self-care,
Turther studies are needed to assess outcomes and investigate the impact of writien
medication commumication, as patient package inserts,

PI-P-016

SAFETY OF DRUG THERAPY IN LATEX-ALLERGIC PATIENTS
M Berbare, 5 Almeida, F Ferracini, W Borges
Hospital Israelita Albert Einstein Brazil

Intreduction: Natural rubber or latex contains antigens that may cause hypersensitivity
reactions, with clinical manifestations ranging from hives to anaphylaxis, The amount of
allergen able to trigger reactions also varies and some individuals may develop these
reactions even when exposed to an extremely Jow amount of allergen. Identifying sensitive
patients and minimizing their exposure are altemmatives to reduce allergic reaction events.
However, in Brazil, there are limited hospital devices with a latex-free aliernative, Another
agpravating circumstance is the lack of information in devices and drugs as to whether the
product contains latex.

Objectives: To collect information on the composition of the rubber stopper of injectable
drups available at the Hospital and prepare an instrument to enable finding information
fast.

Material 2nd Method: Information on the compositien of the rubber stopper of injectable
drugs available at the Hospital were obtained contacting manufacturers of drups and
manufacturers of pharmaceutical rubber stoppers, since there was no information available
on the package of drugs invelved.

Results: Information on 174 injectable drugs were collected 1o form a table with drug
description, manufacturer’s name and composition of the rubber used in stopper.

Conclusion; Collected information provided an addition to the guidelines for the
management of latex-allergic patients and conbributed to enable medical and non-medical
professionals working at this Institution te evaluate aliernatives to minimize exposure to an
ullerpenic apent and guarantez a reduction in the risk of drug therapy in patients with
known allergy o latex,

PATIENT EDUCATION —~ DESCRIPTION OF A
MULTIDISCIPLINARY INTERVENTION IN PATIENTS WITH
RHEUMATOID ARTHRITIS. THE ROLE OF THE PHARMACIST.
J. Augustsson', B Nordmark?

! Apoteket A3 Sweden *Dept, of Rheum, Karclinska Univ. Hosp. Sweden

Rheumatoid arthritis (RA) is a chronic systemic inflammatory disease that predominantly
affects the synovial tissve of joints, It represents a mafor disease burden worldwide and
affects 0.5-1.0 % of the population. In RA, the individual patient has a key role in
implamenting 2nd manipulating the management of carz (ie alteration of analgesia intake,
exercise and pacing sirategies) in response 1o coping with the physical consequences of the
disease. Patient education programmes have proved to be effective in helping patients cope
with their disease,

In the department of Rheumatolegy at Karolinska University Hospital, patient education of
patients with RA is performed by a leam of health care professionals (physician,
pharmacisi, nurse, etc). The educalion program formerly consisied of iwo consecutive
weeks of education on the clinic. During these two weeks the patients stayed on the clinic
during the day and participated in several different forms of Jeclures and physical activities.
Al the moment we're trying a new approach where the newly diagnosed patients are
invited to attend an after-noon seminar on the pharmacological reatment of RA, This
enables patients with part- or full-time work to get the information they need early on in the
disease progress.

Questions and the exchange of experiences between patients are encouraged. Most
guestions 1o the pharmacist ¢onceen the use of anti-rheurnatic drups either alone or 1ogether
with allernative medication such as herbal remedies ete. The task of answering these
questions are sometimes challenging due to Jack of proper documentation, However, every
piece of infermation is important and of mutual gain since the patients and the health care
professionals receive the same informaticn and this in turn improves both patient safety
and comnmunication.

We evaluate on a regular basis and dme will tell if and when we need to make further
adjustments to meet the patient’s demands and needs,
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PI-P-018

DRUGS FOR CHILDREN OFTEN HAVE LIMITED
DOCUMENTATION - 'ATL BARN' (FHARMACY PREPARED
PREPARATIONS FOR CHILDREN} A WAY OF COMPILING

INFORMATION ON EXTEMPORANEOUS PEDIATRIC
PREPARATIONS USED IN SWEDEN
A. Andersson’, U Bt:ngtsscm2
'Kerolinska Pharmacy, Apoteket AB Sweden 2Apoteket Production &
Laboratories Sweden

There I3 little published evidence for many extemporaneons medicines; this is particularly
the case for medicines for children. In pediatries there is a great need to use
extemporaneols products since few Heensed products are suitable for pediatric patients.,
Apoteket Production & Labovatories at Apoteket AB has started a project to alieviate this
situation by compiling available information in informaton sheets i.e. ATL-sheets. These
information sheets have previously been published in a book, ATL Children. In 2004 an
updated znd enlarged edition of ihe book was published,

The new and updated information sheets were preduced by a group consisting of pediatric -

pharmacists from University hospitals in Sweden and experts from Apatekel Praduction &
Laboratories, The information sheets from the first edition were evaluated according ta
conient and whether or not they wete still valid, New information sheets were then
developed based on statistics of frequently ordered extemporaneous preparations.
International pediatric monographs, literature search on PubMed and other available data
bases, such as Micromedex were used to gather informaton. All information was then put
1ogether m collaboration with clinical pediatric experts and compared to therapy
recommendations.

ATL Children covers 86 commenly used preparatione, The book also has two new general
chapters dealing with preservation of preparations to prematurs babies and differences in
reformulation of preparations designed for adult use to child-adapied preparations.

The information sheets are intended for use by both pharmacy and medical staff. The
shezets both inform that there are extemporaneously prepared products available as a
therapeutic allemnalive 1o avoid nurses splitting suppositories or crush tablets, and as
guidelines an how Lo sse the products. The books are handed out for free to medical siaff,
and so far 2600 copies have been distributed 10 pharmacies and prescribers.

PI-P-019

PROFILE OF ELDERLY IN INSTITUTQ JUVING BARRETO (IJB)
AND IMPORTANCE OF PHARMACEUTICAL ASSISTANCE TO
PROMOTE HEALTH AND SOCIAL WELFARE
A Moura, MGC Gadelha Carvalhe, FAAA De Arafijo Almeida, DCFP Cabral
Pereira Pinto, IAAF De Aguino Fonseca, IDM Dantas de Medeiros, 1. Rangel
da Silva Filhc, RAG Aradjo Gdis, AMD Diniz, KCC Costa de Carvalhe, TCO
Cime de Oliveira, LA, Ribeiro Gurgel, 1.C. Florneio de Melo
UFRN Brazil

The presence of pharmacist in asylums is important because of the gréater necessity to aid
aped patients since they present more risks o develep adverse effects and drug
interactions. In this context, students of the UFRN Pharmacy course had carmried outa
project whose purposes were giving pharmacentical orientatien and defining the profile of
elderly who live in 1/B-Natal/RN as well as to characterizing the structure and professional
1eam of the asylum. The research included 9 persons of both genders, being more than 60
years old, between June and December 2005. Questions coneerning the social, eultural,
economical and health conditions were applied and prescriptions were analysed, About
55% of the interviewed were fermale, 5% bud declared to be catholics and 40% illiterates,
‘When questioned about their skin colour, the great majerity had considered themselves as
belonging to the white race (36%) and the others to black (217) and brown races (11%) or
2 miscegenation resull (12%). Analysing disesses which were related by them, it was
evidenced the predominance of cardiovascular disenses, especially the hypertension.
Diabetes, menta] disorders and skin diszases were aiso frequently found on the studied
gronp, Seme of the actions developed by the students were bingos, music and dance
festivals, besides educative plays, The students had still acted on the dispensary of the
institution, preparing individual deses and discarding overdue medicines, The importance
of this work consisted on the pharmacentical assistance offered and evaluation of life
conditions in agylum which contributed for humanization of the students,

P1-P-020

PHARMACEUTICAL CARE AND CASE REPORT: DEFINING THE
NECESSITY AND PROPOSING A STANDARD STRUCTURE
P.S. Aratijo’, M., P, Pacheco®, R, Martins®
YETC/UNIME Brazil *FTC-Pharmacist and Professor Brazil

AIM: Propose 2 standard structure to present and publish case reports generated within the
Pharmacentica) Care practice, METHODS: The elaboration of the structural proposal was
based on a non-systematic literature review using the ierm *How to Write a Case Report' at
the internet, The Lierature was reviewed to establish the items used in the stucture of a
case report. The items presented in all revised Kierawre were defined as obligatory, while
diverging ones were assigned as recommendable/optional, In addition, a systematic search
of case reports indexed at MEDLINE was carried out, RESULTS: The literature points no
cansensus on items Lo compose case report's structure, Besides, among 1.234.703 case
reports indexed nt MEDLINE, only 14 {0,0019%) had the term Pharmaceutical Care', but
these showed neither standardized structure nor content between them. This article
proposes the following obligatery items for case reports within Pharmaceutica] Care; 1)
Title & Authors; 2) Introduction; 3) Case Description; 4) Results & Discussion; 5)
Conclusion; 6) Bibliography. Special attention must be given to the item "Results &
Diseussion', since it should contain an evaluation of the patient; definition and
ciassification of the Drug Therapy Problems (DTP); and description of the Care Plan used
ta solve and prevent the DTP, focusing on the interventions accomplished and the
therapeutic cutcomes achieved, CONCLUSION: Health professionals contribute ta
disseminate information ahout unusual events through case reports design, Since i

 redirection of the pharmacist towards a clinical praciice, it is imperative to contribute to the
academic and scientific community in this field. Therefore, this professional should use &
standard format to present/publish case reporis with the objective of effectively sharing
clinical experience in a complete and uniform aspect.

ELECTRONIC QUESTIONNATIRES AT THE PHARMACY COUNTER
- A METHOD TO CAPTURE THE PATIENT'S VIEW ON HIS/HER
MEDICATION
P Frisk
Apoteket AB Sweden

Background:

To meet the increasing demands on metheds to follow up drug prescription and ufilization,
Apoteket has developed 1 taal for electronic questionnaires, used at the pharmacy counter.
Apoteket is the sole retailer of all pharmaceutical products in Sweden with more than 900
outlets covering the whole country,

Deseription of methed:

‘This methed is intended for studies on prescription drugs, and is offered to companies,
authorities and orpanisations interested in following up prescription and/or use of & certain
drug or a whale class of drogs, The studies are currently carried out at 55 community
pharmacies,

Entry of & prascription on & drug, which is subject to a study, triggers a check on whether .
or not the patient meets tha qualifying eritera, If so, an electronic questionnaire is
presented auomatically, and the patient is offered to participate. The questionnaire is
completed on the screen and saved automatically.

Questions can be covering &  experiences on the use of a drug, indication for use,
compliance issues, concomitant medication and adherence (o preseribing guidelines,

Experiences so far!

This method is shitable for shorter studies and facilitates & rapid collection of data from a
unigue perspective - the patient's own view on his/her medication. The shift of roles at the
pharmacy counter - the staff member asks the questions and the patient gives the answers -
addg valpable information to data glrzady available from other sources.
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MEDICATION NEGATIVE OUTCOMES: CONTRIBUTION OF A
DIC
AM Nogueira', AM Nogueira®, M Fernandes?, M Card#o®, P Carvalhas®, F
Llimés*, M Soares®
' ANF Portugal *Cedime - ANF Portugal *AP - ANF Portugal *University of
Granada Spain *ANF Scientific Direction

Adms: 1o characterize the contribution of a DIC (Cedime) in solving drug related problems
(DRPs) in the received community pharmacisis’ questions, based on the identified
medication negative outcomes (MNOs}) and based on the Cedime recommendations for
improving medicalion outcomes.

Material and methods:

Study design: descriptive crogs-sectional study, run during 1 month., A pre-test and a pilot
study were done previously. The analysed questions are all of those related with MNO,
real or at risk. The MNO are classified as their cause; patient”s needs, effectiveness, safety
or without known cause, The involved medicines are classified according to the ATC. The
MNOs identified, are classified using 1CPC2.

The type of Cedime recommendations to contribute for solving DRPs is charactized as
drug information or pharmacists’ education. Cedime recommendations for pharmacist’s
inteivention to overcome MNOs are classified in several topics.

Data analysis: data register is done in a form and a data base created for the study and data
analysis is done by descriptive statislics,

Results: will be available for the congress.
Discussion: Cedime receives more than 40 queslions per day from community pharmacists,
being most of them MNOs related. The provided recommendations made by Cedime to the

communily pharmacists to solve DRPs are characterized in thig study, using
pharmaceutical care concepts,

PI-P-023

WHAT INFORMATION IS NECESSARY FOR A PHARMACIST?
' Y Nanaumi
Seven Pharmacy Japan

The patient is something with 'the information that we want to know'.

‘An offer of drug infermation’ to the patient by a pharmacist advanced and became ordinary
now.

It increased that the patient utilized 'Medicine notebook'.

Duties of offer of 'Bxtra information for long-term taking' by a pharmacist began as
pharmaceutical service covered by the public medical insurance, too.

However, will not we do providing to the patient for self-satisfaction?

It is important that we grasp ‘what the information thal the patient really needs is' for us
now.,

Therefore we carried out 2 questionnaire to the patient,

[Questionnaire contents]

Dao you have 1 "Medicine notebonk'?

Iz 'information of medicine’ to get at a community pharmacy useful?

Which information is useful?

Now what is information with interest you except information handing by letter?

What is it that yeu want to talk in a thing about medicine at a community pharmacy?
‘What is it (hat you want to talk in 4 thing except medicine at a community pharmacy?
|Result & conclusion]

The patient wants to know a side effect and interaction with other medicine not to mention
action of medicine,

In addition, the patient wants infarmation about relation of food and drink, a healthcare
praducts and medicine. )

The patient wants to obtain information about the contents which said medical materials
and home health care and welfare system from a community pharracy pharmacist even if
accompanied besides medicine, ) .

A category of an intelligence network needed by a community pharmacist is large, but we
include everything of this information as knowledge, and 4 community pharmacy is a duty
as area assets offering it to the patient,

PI-P-024

TRACKING OF ANTI-HYPERTENSIVE DRUGS ACQUISITION IN A
METAL WORKS NEAR CAMPINAS THROUGH DATA OBTAINED
FROM A PBM SYSTEM,

0. Soeiro', A.A.0 Bricola!, T.D. Trigo', N. Gallani®, AP, Cunha®
'PUC-Campinas Brazil *Symco Istitute Brazil

Hypertension is a disease characterized by a rise in blood pressure und constitutes an
elevated risk for cardiovascular diseases. The Pharmacy Benefits Management (PEM)
manages benefits of access to drugs by reducing costs and motivating its ratianal use, The
objective of this study is to verify if the DBP system can be used as 4 tool to supply
informaticn on the consumption of anti-hypertensive drugs, their use profile and indirect
monitoring of adhesion. During three months (April, May and June 2005) the drug
consumption of a group formed by approximately 2500 enployees of a metal works near
Campinas was analyzed. This company subsidizes 70% of the cost of drugs to its
emplayees. OF this total, 165 workers (6.6%) used anti-hypertensive drugs where 126
(76.36%) were males and 39 (23.64%) were females, otaling 675 drug cases prescribed,
Of these, 126 (18.67%) were nol in accordance with the 1V Brazilian Consensus on
Hypertension, Of the 549 (81.33%) remuining, it was noted that: 136 (24.77%)
corresponded to adrenergic inhibitors; 117 (21.319) to angioteisin conversion enzyme
inhibitors (ACE); 69 (12.56%) 10 diuretics; 51 (9,29%) to angiotensin 11 receptor
antagonists; 02 (0.36%) to direct vasodilators; 45 (8,20%) 1o calcium ionic channel
blockers and 129 (23.49%) were association between classes, The incidence of
hypertension in the studied population is below that of the general Brazilian population
(from 15 (0 20%) probably due to the low mean age of the workers, that is, 30 years,

LIPID REGULATING MEDICINES CONSUMPTION ASSESSMENT
IN REPUBLIC OF SERBIA DURING THE PERIOD 2003-2005 YEAR

V. Radonjic, V. Radonjic, T. Solarovic
Medicines and Medical devices Agency Serbia and Montenegro

Lowering the concentraticn of low density lipeprotein {LDL) cholesterol and raising high
density lipoprotein (HDL) chelesterol reduces the progression of coronary atherosclerosis
and may induce regresion , it stands to reason on significance of lipid regulating
medicines.

The aim of our study was the following censumption of lipid regulating medicines in Serbia
during the three years (2003-2005) observation time.

Lipid regulating medicines registered for marketing in Serbia presented. The main groups
used were HMG-CoA reductase inhibitors (stating) and fibrates.

The number of Defined Daily Doses (DDDs) per 1000 inhabitans per day, accerding to the
ATC/DDD methodology has been compared , separately for each medicines and group,

Among mentioned statins consumption of simvastatin was the most prominent statin,
followed by atorvastatin and fluvastatin. Ameng mentioned fibrates consimption of
gemfibrozil was the most prominent fibrat, followed by ciprofibrat. The price per DDD
analised too. Chenpest statin according to Defined Daily Dose was simvastatin , most
expensive was fluvastatin, Cheapest fibrate was gemfibrozil.

During the observation time, consumption of statins significantly increased relating 1o total
consumption of the lipid regulating medicines from 23% in 2003, , 55% in 2004, to 82%
in 2005, year

Having in mind that HMG-CoA reductase inhibitors have been shown to reduce mortality
and cardiovascular morbidity in patienis with hyperlipidaemta and patients with coronary
artery disease, it is understandable that consumption of statins rapidly increased during the
observation time period.
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ASSESSMENT OF ANTIPLATELED MEDICINES CONSUMPTION
IN SERBIA DURING THE PERIOD 2003-2005 YEARS
V. Radonjic, V. Radonjic, T. Solarovic
Medicines and Medical devices Agency Serbia and Montenegro

Antiplatelet therupy is u necessary life-long treatment for ali patients at risk of
atherothrombaesis. Atherothromirosis is an extensive, progressive, unpredictable and deadly
disease affecting the coronary, cerebral and peripheral circulation

The aim of our study was the following consumption of Antiplatelet medicines in Serbia
during the three years (2003-20035) observation tme,

Antiplatelet medicines registered for marketing in Serbia presented. The main groups used
were Thromboxane A2 inhibitor , Phosphodiesterase inhibitar , Glycoprotein (GP) 11b/111a
blackers and ADP-receptor antagonisis. .

The number of Defined Daily Doses (DDDs) per 1000 inhabifans per day, according te the
ATC/DDD methodology has been compared , separately for each medicines and group.

Among menticned antiplatelet medicines consumption af Acetylsalicylic acid (ASA) was
the most preminent, followed by ticlopidine and dipyridamole, The price per DDD analised
toe.

The vast majority of the consumption of platelet function inhibitors consists of
acetylsalicylic acid. Acerylsalicylic acid is first line agent in the wreatment of blood clots
and is used by approx. 90 per cent of the people are treared with platelet function
inhibitors. Treatment with acetyisalieylic acid is far Jess expensive than treatment with
other medicinal products from the same group. At the same time, the market share of
ucetylsalieylic acid hus decreased compured o the more expensive platelet function
inhihiting medicinal products conzaining dipyridamole and clopidogrel, and one of the
reasons {or this s the combinatipn treatment with clopidegrel or dipyridamole and
aretylsalicylic acid.

There has been an especially large increase in the consumption of clopidogrel far more
expensive then the other medicina) produets from this group,

THE EFFICIENCY OF MEDICAL DEVICE BARCODE INDUCING -
WAREHOSING MANAGEMENT SYSTEM IN HOSPITAL
C.5. Chang', Y.P. Chuang”, I.D. Chen®, W.S. Liou®
"Tyi.Service General Hospital China Taiwan 2Orgsu'l on{China Tajwan) n
company China Taiwan 3TSHP China Taiwan

PURPQOSE:The goal of inventory process for medical device barcode system reaches rapid,
efficiency and cost down for the hospital and distribution centers. "

METHODS: The resource planning of barcode management system of inventaries is
established in Tri-service General Hospital {TSGH) fram Nov,, 2004, Our team members
for the systems nre designed multi-modular for the projects, including plunning,
investigation, discussing and evaluation, The sequencing of commercial off-the-self
package i5 poing to implementation project, system configuration, and application modules
for barcode PDA reader linkage SQL server of centra] database.

RESULTS:the barcode reader had been identified over ene thousand and two hundred
diffzrent Jabel data in our hospital, The results of barcade inventory system are that
waorking process nccurately and rapid was positive trend, paper-use reduced and toward
positive attimde of clinical colleapue for patient safety, Only one thing must be completed
in native manufactories.

COMNCLUSIONS:In summary, the medical device barcode system had been developed in
TSGH, we still have developed space in the futnee, such as: medications, material paper,
clothes, medically equipment and inscrument. We hope barcede system to improve clinical
environmenl for patient safety and inventory processing in my hospital.

PI-P-028

 PL-P-027

PHYSICAL CHARACTERIZATION OF CALCIUM CARBONATE
UTILIZED IN PHARMACEUTICAL INDUSTRY
A Moura, F. Nervo Raffin, T.F. Accioly de Lima e Moura,
M. Gadelha Carvalho, L.S. da Silveira Junior, L. T. De Aradjo Teixeira,
R.A. Croz, T.J. De Araiijo Ferreira
UFRN Brazil

Diluents ure excipients that provide form, siability and volume to dosage forms. A good
draining of these powders into the compression machine or the capsule shells, provide a
hemogeneous distribution of the material, which supply unitary dosage forms with a very
smul] deviations from the avernge weight. The uim of this work was to evaluate, through
physical characrerization, the guality of diluent Calcium Carbonate (CC), substance also
used therapeutically as adjuvanl on calcium reposition. The rheological tests were done
according to the 4th edition of European Pharmacopoeia: Repose angle (RA), Flow Rate,
Bulk Density (OB) and Tapped Density (TD), from which were obtained the following
purameters: Havsner Factor, Carr Index, Porosity and Vaeuum, Granulometry was
determined measuring the Ferret's diameter of 500 particles of the sample, with the aid of &
hinocular optical microscope, provided of i graduated nonio, wsing an objective 10X

" (Magnitude 100X), Five distinet batches were analyzed and submitted te analysis of
vartance (ANOWVA), These batches showed significant difference (P=0,05) to RA, BD and
TD. The results cun indicute some interferance on the flowability and compaction of these
powders since CC is wsed on considerable quantity in pharmaceuticals formulations so as
excipient us drug. The average m, Swdies to determinate ifmdiameter of particles varied
hetween 6,08 and B,30 RA, BD and TD really influence op these excipient function will be
carried out in future formulations.

EXTREME EXPOSITION TO ULTRA-VIOLET RADIATION: CARE
TOWARD CHILDREN AND TEENAGERS,
A.P. Menezes
Universidade de Regiio da Campanha Brazil

‘This paper approaches the consequences of extreme exposition to UY-radiation due to
cumulative erithematogenic effects. 1t intends therefore to inform about the main shori-
znd long-range harmful effects of HV-overexposure, a5 well as to disseminate and spread
around the means and mezsureg of prevention against same. Afier applying a
bibliographical reszarch methodology on international journals, il was rendered possible to
pauge from precicus cumulatve dosage measurements that an appraised 80% of all witra-
violel radiation accumulates within the organism during the first 20 years of age.

This elapses a5 a consequence of children's and teenagers' longer exposure fimes to the
natural environment which leads to their being subjected to risk behavioural patterns, due
Lo the current practice of exposure to solar rays or tanning, that has become during the
recent decades a synenym for health and beauty. Besides, the different skin phototypes
were assessed with their pertinent recemmended solzr protective indices, A # resul of
aforementioned bibliographical research whatever information necessary for the promoting
of childhood and youth healis were selected and are 1o be broadeast in the formal of
information tutorials, all of which are supposed to be explzined and put into practice by
pharmacentical professionals whenever those enter into contaclt with subjects belonging
into such agz brackets, for it is during childhood that life habits are stablished.
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A STUDY ON MEDICAL PRESCRIPTION IN MONTES CLAROS/MG
- BRAZIL
W De Paula JR', L. F. P. Guedes®, A, A, Amariz®, C. E. Morais®, C
Ricachenevsky‘!
'Faculdades Santo Agostinho Brazil Drogaria Minas-Brasil Brazil
*Universidade Estadual de Montes Claros Brazil *Divisto da Vigilincia
. Sanitdria da PMMC Brazil

INTRQDUCTION; Medication errors are divided inte prescription, dispensation, and
administration. They constitute a public health problem in several countries and are present
beth in publie and private services. Problems such as Hllegibility are the most frequent ones,
and this causes medicaments exchange and alteration of dosage and posology, and
endangers patient's health. OBIECTIVE: assessing the quality of prescription in the town
of Mantes Claros/Brazil, showing 1he most frequent errors, METHODOLOGY: along
January 2006, ene thousand prescriptions ef under control medicaments were selected and
assessed, There was no criterion for exclusion. Such prescriptions were divided into 2
groups (presence or absence of errors), according to the official goidelines of the Agéneia
Nacional de Vigilincia Sanitéria (the Brazilian agency for health), Decree 344/98. Most
frequent errors in the prescriptions were identified. RESULTS AND DISCUSSION:
Among assessed prescriptions, 160% have presented errot, and the most frequent ones
were: illegibility (49%}, inadequate notation (47%), absence of dosage (34%), and
pharmaceutical form (17%). Errors such as prescribed amount, posalogy, patient’s
identification, and those involving notation have also been identified, Although errors in
prescription have been assessed, studies on dispensation and administration are s&ll to be
carried out, for this responsibility is due to all professionals involved in the system,
Assessing such emors means searching effective alternatives for a rational vse of
medicaments, what contributes to prevent damages to patients. CONCLUSION;
Prescription quality in Montes Clarog is precarious and represents a high rsk to patient's
health, what may directly jeopardize his body functioning,

COMPARATIVE STUDY BETWEEN IRON QUELATO AND
FERROUS SULPHATE IN THE TREATMENT OF ANEMIA
FERROPRIVA
M, Bittencourt', D, Al'al:ljﬂz, ML.A. Qliveira®
'Univ. de Pelotas & da Campanha Brazi} *Universidade da Regifio da

Campanha Brazil 7

The present study Quelate Iron understands a comparison between anti-anemic medicines
and Ferrous Sulphate in the treatment of the ferropriva anemia. Ahead of the conceptual
analysis the well-known importance of the iron for the organism due its participation in the
innumerable necessary metabolic processes to our survival can be perceived. The
ferropriva anemia consists of the reduction of the reserves of iron in the organism and if it
constitutes in the problem of very common public health, mainly occurring in children and
pregnant women being associated the parmer-economic facters that restrict the population
most devoid of an adequate diet, Through the bibliographical research it was possible to
detect excellent differences in the therapeutical performance of the Quelato Iron in relation
to Ferrous Sulphate. However, this study it comes to trace a quarrel enters these
differences of these medicines and to clarify to the pepulation and the professionals of the
area of the health of the existence of a medicine of great effectiveness, tolerated, easiness
of use that propitiates adhesion to the treatment more good so that then, had its advantages,
the iron quelato if becomes the medicine of first choice for the reatment of the ferropriva
anemia.
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THERAPEUTIC GUIDELINES: INTERNATIONAL COOPERATION
IN THE DEVELOPMENT AND PROVISION OF STANDARD
TREATMENT GUIDELINES
J. Dartnell, M. Hemming
Therapeuotic Guidelines Australia

Hezlth practitioners everywhere need independent, tp-to-date and unbiased therapeutic
advice o ensurs palients receive maximum benefit frem available medicines. Unfortunately
practitioners in most countries do not have #ccess to reliable treamment guidelines; most
often the oniy uceessible informatien is product-specific and generated by the
pharmaceutical indusiry, The production of reliable and usable treatment guidelines is not a
simple matter and just getting started can be difficult, even for large countries with ample
TESOUICES,

Therapeulic Guidelines Limited (TGL) is an Australian-based independent noi-for-profit
.arganisation. [t produces Therapeute Guidelines 1hat provide elear and eoncise,
independent and evidence-based recommendations for patient management that have been
developed by Australia's leading experts, Therapentie Guidelines are respected,
recognised, used and sought after nationally and internationally,

TGL has collaborated with groups in many countries to develop feasible arrangements for
-the distribution of Therapentic Guidelines. Some arrangements involve a licence for
Therapeutic Guldelines to be adapted for local use, translated and published (eg Japan,
China, Russia) with a modest royalty payment returning 1o TGL? Arrangements of this sort
are mutually beneficia) and therefore sustainabie,

Some courtries, especially those that do not have the infrastructure or resources to
undertake translations and adaptations, have been pleased to have access to the content as
it stands. In such cases, arrangements have been put in place to allow access to the
eleetronic versions of the Australian texts at special rates (eg Burma, Croatia, Solomen
lslands, Sri Lanka) thereby avoiding the proh.ibitivé costs of distributing printed guidelines.

The aim for TGL in these collaborations is promote the quality use of medicines. We
wauld be pleased to discusy possible opporwnities for further coliaboration.

PATIENT INFORMATION LEAFLETS FOR METERED DOSE
INHALERS: AN EXAMPLE OF INFORMATION DISCRIMINATION?
1. Savage', L.I Goodyer®
'School of Pharmacy Londen University United Kingdom *De Montfort
University United Kingdom

The metersd dose inhaler (MDI) is widely prescribed but not easy to use well. Bvery
inhaler pack dispensed in the Unired Kingdom containg a printed patient information Jeaflel
(PIL), written in English, ‘The inability to read and understand this information could
contribue to poor inhaler technique.

Aims: 2) To compare MD! technigue in users with poor and fluent English b) to evaloate
two interventions: 8 ranslated leafler plus advecate suppert (P1L+ verbal) and a touch-
screen computer program (MTS) vsing video clips and own-language instruciion,

Methods: a) Inhaler technique was videotaped and key steps rated blind for 105 fluent
English-speakers (FE) and 69 Turkish-speakers with poor English (EP), 1) The EP group
was randomised to receive information by MTS (n=34) or PIL+ verbal {n=335). Inhaler
technique was videotaped before and after information.

Results: Only 17% of the poor English group had adequate technique compared to over
half (62%) of flusnt English speakers. The EP group were significantly less likely than the
FE grotp to report sver seeing the practice nurse about their asthing, Afier information,
global techninue was rated as improved in 50% of the MTS group compared to 28% of
those given 2 translated PIL. A further 6 people (17%) in the PIL group improved after
subsequent verbal advice in their own language. Both information methods significantly
increased inhaler shaking and mouthpiece checking, but co-ordination only improved in &
small number of peaple,

Conelusions: The study suggests that MDT users with peer English. eould be disndvantaged
in terms of access to medicines information, The acceptability of pharmacy-based support
services for this, and other specific language groups shauld be explored. Mudimedia could
be pseful for brief explanations, particularly for first-time users, but improving poor co-
ordination requires individualised hands on' teaching from health professianals.

PI-0O-004

PI-O-003

WHAT CHILDREN WITH TUBERCULQSIS BELIEVE ABOUT
THEIR TREATMENT
N. chutﬂrencol, PlI Bushz, U, Tileekeva®, M, Cetu]can“, Y. chskos, S.
Tehebotarenco’ ’
' Association Drugs Moldove *Georgetown U. School of Medicine United
States of America *Kyrgyz Medical Institute Kyrgyzstan “TR Hospital
Moldova *Moldova Medical U.

Aims: Delermine the beliefs and behaviors of pre-teen patients relative 10 their tuberenlosis
treatment,

Metheds: A guestionnaire, develeped by the research proup and pre-tested in 2 Moldova
TB hospital, was administered in August, 2005. Respondents included 165 patients (9-12
years) in two TB hospitals, one in Moldova {56 patients) and the other in Kyrgyz Republic
{105 palients).

Results: The pre-teen patients with TB reparied they befieve that TB drugs lower fever
{30%), stap cough (46%), stop headache (8%), improve appetite {4%), kill the cause of TB
(74%), cure TR (56%), prevent TB (16%), and also treat other ilinesses {2%), They also
indicated they believe that TB medicine always helps people with TB (75%); helps most
people with TR (14%); helps some people with TB (6%) ; never helps people with TH
(2%), and don't know 3%.

The pre-leens also indicated they believe that; if they take TB drugs, they will: get well
quicker (63%), feel better (14%), and not infect other people (18%); when they feel better
they should stop Laking TB medicines (88%), not stop (%), or don’L know if they should
stop (4%), }

Four percent of respondents felt bad due to taking TB medicine, 83% never felt bad, and
13% sometimes felt bad, OF those who felt bad, 50% toid # doctor; 18% told a nurse, 10%
told a mother, father, or pther relative, | % stopped 1aking the medicine, and 21% did not
tel] anybody but continued yaking it

Three-feurths of respondents indicated they would like to know more about TB
treatment,

There were no significant differences in responses between the two TB hospitals.
Conclusions: Resulty indicated the need to better inform pre-teen patients with TB about
their medicines and suggested what information was mest needed, Plans are underway to
develop un educational program for hospitalized children with TB.

ASSESSMENT OF LITERACY OF SCHOOL-LEAVING CHILDREN
ON DIABETES
S. Kaor!, 5. Joshi?, P, Tiwar'
'NIPER India *Dr Reddy Laberatory India

The literacy about disease & medications affects the.pattern of drug use in communities.

Most of the thinking freezes in the growing stages and affects the behavior at Jater stages
of life, The expected number of diabertics in India will be 57,2 million in 2025. Thus India
has become the ‘Dinbetic capital of the world', '

This study has agsessed the lileracy of schoo-leaving children (grade XII) on diabetes and
medications used to treat it. A total of 1148 students filled in & questionnaire that had 23
closed-znd guestions on diabetes.

Upto 80% of the respondents knew that diabetes is not a short-term problem, Interestingly,
only half of the children knew thal diabetes is contrellable, However, less than half of the
children believed that it is curable. Over 93% of the children knew well about relationship
of diabetes with bload sugar leve), 56% of the chiidren knew that diabetes could be of
different types. Over 0% of the children knew thai diaberes does affect other body parts
as well. An almost equal number were awere of 'special food' for diabetes,

Only half of the children were aware of the importance of eye care in diabetics & only one-
third of the children had carrect knowledge of the symptoms, Upto 85% believed life style
changes help the diabetics. 64 % children knew thal different types of insulin preparations
are avaifable for the diabetics. Nearly all coriverged that correct knowlerge of
disease/dnigs will help and expressed willingness o learn more,

On the basis of these results, & cuslomized ecucalion module is under preparation and ghali
be used for the disseminalicn of information.
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INFORMATION NEEDS OF PLWHA ACCESSING
ANTIRETROVIRAL THERAPY (ART) IN GHANA
1. Addo-Atuah’, 1. Addo-Atuah® D. Gourley?, . White-Means®, G. Gourley?,
R. Womeodu®, R, Farig®
"University of Tennessee, Memphis, TN United States of America *University
of Tennessee United States of America

Alm; Patient informationfeducation is essential for medication adherence, especially so for
untiretroviral therapy in order to prevent therapeutic failure and the development of
resistance. The aim of this study was to investigate the information needs of People Living
with HIV/AIDS (PLWHA} accessing antiretroviral therapy (ART) in Ghana,

Method: 24 ART heallheare providers in 4 public ART cenlers in Ghana participated in a
[ace-lo-fuce interview using an investigator-administered open-ended questionnaire which
required them 1o describe Ihe type of information they provided their patients accessing
ART. Interviews were conducted in July-August 2005,

Results: 33.3% of the participants were doctors, 20.8% were pharmacists (included 1
pharmacy technician), 25% were nurses {included Inurse assistant), 16.79% wera
laboratory technologist/technicians and 4.2% was a psychologist, 45,8% of participants
were female, 79.2% had provided ART services for 1-2 years and 20.8% for more than 2
years, Most of 1he providers were trained ART adberence counselars.

Information provided to PLWHA during ART adherence counseling included explanation
of and expectations from ART, essence of adherence and consequences of non adherence
to ARVS, side effects and storage of ARVs, ARV intake in relation to food. The 6-point
Living Positively With HIV chart in the counselor’s room sums up the information needs of
PLWHA on ART: (1) Adherence to ART (2} Personal and environmental hygiene (3}

Dai_ly exercise {4) Safe sex practices (5) Diet and nutrition (8) Joining a support group.

Conclugion: Providers' experiences indicate the need for ongoing patient
information/counseling by way of reinforcement especially when patients are gatting betier
on ART and therefore may be less motivated to adhere to their therapy. The introduction of
the adherence monilor concept helps to encourage patient adherence,

PI-0-007

DIAGNOSING INFECTIONS OR NOT, - ICELANDIC GPS'
DIAGNOSTIC BEHAVIOUR
1, Bjﬁmsdéltir', XK.G. Kristinssong, E. Holme Hansen'
'Danish Univ. of Pharmaceutical Sciences Denmark *Landspitali, - University
Hospital Iceland

Background: General practifioners (GPs) have frequently been found 10 prescribe
antibiotics liberally without sufficient diagnostic basis and be relatively insusceptible to
interventions aiming at improving practice. The aim of this study was to explore the nature
of GPy' dingnostic routines and their perspective to provide a foundarion for 4 betier
undarstanding of the GPs' practice.

Methods; In 1995, as o part of a larger project, 10 Ieelandic GPs were interviewed (34-2
hours) and 3 observed in the consultation {face-to-face and phone, 3-10 hours). The
observations were described in detail and the interviews transcribed verbatim, Diagnostic
issues were extracted and analysed, In 2004 the 8 informants who are still alive
commented on the analysis and provided #n update,

Resulis; There were wide varfations in the diagnostic procedures that the GPs nsed, Some
had developed rules-of-thumb, in general, for specific diagnostic labels and/or for specific
patients. They often balunced risks against other issues of assumed importance, like
maoney, time, need for the workforce, clients' need for job and/or earnings and adverse
effects-on the doctor-patient relationship, Perceptions of risk alse varied from being
focused on the possible development of resistunce to being foeused on the possible
consequences of an unireated infection. Some informants mentioned both 1hese issues and
discussed the balancing act or art, wwhereas others focused on one side, Examples also
existed of not being worried one way or ancther,

Conclusion: The GPs' diagnostic progedures were dominated by a high degree of
variability and individeality. If changes in GPs' diagnostic routines are considerad
necessary, it is not sufficient to bombard them with 'scientific facts’ and technological aids.
A prerequisite for changing practice is the GPs™ acceptunce that the information is correct,
the rechnology is reliable, and that both are practical, applicable and relevant for the
individual physician.

PI-O-008

G-STANDAARD: MEDICATION SURVEILLANCE BEFORE DRUG
DELIVERY
R. Lelie-van der Zande, L Grandia
KNMP Netherlands

The G-Standaard is a Dutch database containing information on drugs and other products
delivered by the phurmacy. The data support the following processes in healthcure:
prescription of drugs by physicians, placing orders for drugs, financial process, monitoring
medication and delivery of the right drug,

Data for medication surveillance are provided for bij the KNMP, the organisation of
pharmacists. The duta are being made available for the local pharmacist, the hospital
pharmacist and the physician by sofiwarehouses, Before delivery of the dritg to the patient
u number of checks is being processed by the pharmacy information system: a check on the
dosage, an counter-indications (diseases, non active substances like gluten and aspartaam,
pregnaney and lactation), interacting drugs, nllergies and 4 check on drugs with the same
active substance of with a comparable pharmucologic profile. A warning appears an the
screen with relevam background information and an advice on row to deal with it.

Basic principle for the generating of a signal i that it has to be clinically sipnificant. This is
being decidad by experipanels, The Yterature nsed and the results of the discussions are
made available to the user,

For interactions an evidence-based procedure for structured assessment of drug-drug
interactions has been developed and published in Diug Safety 2005:28(12): 1131-9.

New modules are being developed for the advice on adjustment of dosage in case of
inypaired renal function and in case of pharmacokinetic or pharmacedynamic polymorfism,

E-THERAPEUTICS — ELECTRONIC DECISION SUPPORT TOOLS
THAT PROVIDE UNBIASED, EVIDENCE-BASED DRUG AND
THERAPEUTIC INFORMATION FOR CANADIAN HEALTHCARE
PRACTITIONERS TO SUPPORT IMPROVED MEDICATION
MANAGEMENT
I Cooper, D Crosbie, D Tufts-Conrad
Canadian Pharmacists Association Canada

Aims: Tn 2005 the Health Council of Canada identified the need to develop unbiased,
evidence-based drug information for physiciuns, pharmacisis and patients, Developed and
managed by (he Canadian Pharmacists Association (CPhA), e-Therapeutics is a decision
support tool that delivers Canadian drag and therapeutic information to the point of care.
The goal is to support best practices in drug therapy and improve safety by providing
practitioners with current evidence to help them answer their drug therapy questions,
compare treatment options and chopse appropriate therapy.

Methods: e-Therapeutics was developed with a contribution from Health Canada.
Delivered threugh the Intemet, with select content on o bandheld, it offars dug and
therapentic informaticn published by CPhA, 'This is supplemented by links 1o new drug
safety alerls, a dug interaction analyzer, public drug plans und references (e, g., PubMed,
Cochrane Collaboration, clinical practice guidelines).

Results: In 2006 the Health Council of Canada urged adoption of e-Therapeutics o
improve prescribing and prevent adverse events, The potential impact includes better
patient outcomes; fewer errors; improved communication of new safety information; and

" better value for pharmaceuticals. This presentation will demonstrate these electronic tools

and highlight he role of e-Therapeutics in Canada’s electronie health record initatives,

Conclusions: In the complex health care environment practitioners are moving away from
remembering towards the look-up of information to support decision making, e-
Therapeutics provides access to the right information at the right time to make the right
therapeutic decision,
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EFFECT OF COMPUTERIZED ALERT SYSTEM ON PRESCRIBING
PRACTICES AND QUALITY OF PATIENT CARE IN A TEACHING
HOSPITAL OF PAKISTAN
A. Shefkh', S. Raza', S. Sial®
"The Aga Khan University Hospital Pakistan *Ministry of Health Govt, of
Pakistan Pakistan

‘The medication use process has become complex and fragmented in nature, The lack of
communicaticn among the healtheare providers further reduces the quality and safety of
medication use. Pharmacist’s involvement and support in clinical decision making process
has been shown to reduce medication errors, prevention of adverse drug svents and overall
improvement in patient’s clinical outcomes, Department of Pharmacy has a mission to
provide safe and high quality pharmaceuiical care to its patients, Pharmacy in conjurction
with haspital administration and medical staff, has directed efforis towards residing
pharmacist inside the ward. The Paint of Care Pharmacist {PCP) model was approved by
the P&T Committee, Pharmacist was positioned in a medicine ward, PCP Pharmacist
worked with physicians te assured rational prescribing of cost-efiective medications,
worked with patieniy io improve their knowledge of the medications they receive, and
partner with nursing te reduce unnecessary delays in the medication nse system and
improve the overall safety of medication use within medicine ward. Major findings after
one month shared with the P&T Committee were cost saving of US$ 6000, 12 discharge
patients counseled; ADR reported 10, # ef pharmacist's intervention (Dose adjustments,
IV o PO, Pharmacotheraputic recommendations, Drug-Drug Interactions ete,) were 165,
The concept is in infancy in our setting and there is a lot to improve, Pilot would seem as a
role model to expand such services to ather patient care areas in order to improve and
maximize the guality of drug usage system. Department of Pharmacy Services is planning
to expand this program in other areas of the hospital to minimize the chances of potential
EITOS,
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PREPARATION AND EVALUATION OF A NEW TYPE OF
SUSTAINED-RELEASE SUPPOSITORY CONTAINING
AMINOPHYLLINE
Y. Watanabe, H, Shiohira, M. Kondoh, M. Fujii
Showa Pharmaceutical University Japan

Objective:

Aim of this study was to develop a new type of sustained-release suppository containing
aminaphyiline to apply to patients with bronchial asthma and so an.

Methods:

Sustained-release suppositories containing aminophylline (Meophyllin, 50 mg) were
prepared using the hollow-type suppository (Watanabe et al,) which included gel agents
such as sodium alginate (SR Suppositoriy I) and sodium polyacrylate (SR Suppository IT)
inits shell, These two types of suppositories were compared with the hollow-type
suppository without polymers (Control Suppository). Drug release measurement in vitro
was empleyed according to the method of Muranishi et al. Theophylline in plasma was
assayed by HPLC after rectal administration of each sustained-release aminophyHine
suppository in male albino rabbits. Bioavailability parameters, Cmax, Tmax and AUC,
were ebtained from the plasma theophylline concentration-time curves,

Results: -

In vitro test, theophylline was released almost completely within 30 min from Control
Suppository.  On the other hand, the dissolution percentage of theophylline increased
slowly from SR Suppositeries and reached 80% (SR. Suppository I containing 30% sodium
alginate) and 40% (SR Suppository I containing 309 sodium polyacrylate) in 6 h, )
respectively, The plasma theophylline concentration was rapidly increased after rectal
administration of Control Suppository (Tmax, 1.4+0.4 h; Cmax, 25.123.4 pg/mL),
Concerning of binavailability parameters obtained by SR Suppositories, Tmax (520 b, SR
Suppsotory I; 5.3+0.5 h, SR suppasitory 11) delayed and Cmax (19.8+1.5 pg/mL, SR
Suppository I; 16.6%1.2 pg/ml, SR Suppoesitory II) decreased significantly, However,
AUC values between Control Suppositery and SR Suppositories were not statistically
different.

Cenclusion:

It may be concluded that a new type of sustained-release aminophylline suppository
prepared using sedium alginate or sodium polyacrylate is a promising preparation for use
in patients with bronchial asthma and so on.

BB-P-003

PHARMACOKINETIC ANALYSIS OF SERUM EPHEDRINE AND
PSEUDOEPHEDQRINE PROFILES AFTER QORAL
ADMINISTRATION OF A KAMPO KAKKONTOQ PREFARATION TO
HEALTHY VOLUNTEERS
I. Inotsume', §.F. Fukushima®, T.H. Hayakawa', 8 K. Kishimoto®, H.Y.
Yanaguimoto', N.G. Goto®, S.L Imai®
'Hokkaido Pharmacentical Univeristy Japan 2Kobegakuin University Japan
3Makita Hospital Japan

The pharmacokinetics of serum ephedrine and pseudoephedrine concentrations as the
indexed reference ingredients of Kampa Kakkonto herbal medicine (ge-gen-tang in
Chinese) was compared afier oral administration of two doses the Kakkonto extract
prepatation, The mean maximum concentrations of ephedrine and pseudoephedrine after
a3.75 g dose were 1.50 and 1.58 times higher than those after the 2.5 g dose, respectively,
although the lime ¢ maximum concentration was not significantly different for the two
doses, The mean area under the time - concentration curve of ephedrine and
pseudoephedrine were significamly higher after the 3.75 g dose in relation to dose ratio,
while the mean residence time and and elimination rate constant of the terminal phase were
not sighificantly different. The disposition profiles of ephedrine and pseudoephedrine
showed a linear kinetic behavior after the two doses,

BB-P-004

ANTL-TUMOR ACTIVITY OF BETULINIC ACID AND ITS
APOPTOTIC ON KB CELL LINES
L. Ma, H. Wu, M. Ni, I. Wang
Beijing Institute of Biomedicine China

This paper focused on the study of the in vitro anticancer activity of Betulinic Acid (BetA}
and growth inhibition of $180 in vivo.

BeiA 800,1 200 mgrkg-1 i.g. markedly inhibited the growth of 180 cell in vive, By the
way of our lab, MTT assay showed that BetA could inhibit the proliferation, in a dosage
dependent manner, of the cells of HT-287A278071.S-17477SMMC-772178cap-
I7THOVCAR-3IMPC-147K562TMABS] and KB cell lines, in which the IC50 of KB cells was
the least. The BetA at the dose 1~100 pmol=L-1 inhibited significantly the grawth of KB
cells in dose dependent manner{The IC50 is 11.60 pmol+L-1).

Then, we discovered that BetA Derivatives not less than 5 have higer anticancer activity of
KB than BetA, BA-B-NH2(CH2)2C0O0H(The 1C50 is 5.29 pmolL-1)?BA-7-
NH2(CH2)3COO0M(The IC50 is 4.82 pmol-L-1)7TBOA -B-NH2(CH2)2COOH(The IC50 is
5,56 pmokL-1)7TROA -1-NH2(CH2)3COOH(The 1C50 is 4.54 pmol-L-1)?BOA -Gly-
OH(The IC50 is 4.74 pmol=L-1). '

In the study of the BetA's inducing KB cells apoptosis activity, we observed the typical
apaptotic merphological changes after treated with BetA. Moreover, TUNEL assay
detected the apoptotic DNA cleavage and apoplosis cells were also got by flow cytometer
after stained with P, so that the inducing apoptosis activity of BetA was approved by
morphological, biechemical methods and flow cytometry, Besides, it was also found that
when incubated with BetA, the Mitochondia membrane voltage of KB cells would
decrease dose-dependently, which was the characteristic of the apoptotic cell mitochondria
and this further affirmed the apoptotic-inducing effect of BetA on KB cell,

With these results, we can come to the conclusion that the BetA had the anticancer activity
through indecing tumar cell apoptosis and could be used as a new compound for anticancer
drugs. .

INFLUENCE OF LACTOSE, POLYVINYLPYRROLIDONE AND
POLYETHYLENEGLYCOL IN MUCOADHESIVE BUCCAL
TABLETS OF CHLOREXIDINE DIACETATE
TM, Kaneko!, M. Ferrarini', A.R. Baby', A.M. Honda?, V.O. Consiglieri',
MV.R. Velascol, M.E. Taqucda], T.M. Kaneko!

'8 Paulo University Brazil *Biolab Sanus Farmacéutica Lida Brazil

This investigation deals with the development of buccal adhesive tablets formulations of
chlorhexidine diacetate. An ideal buceal delivery system should adhere in the oral cavity
and release the drug in unidirectional way toward to the mucosa in a controlled- or
sustained-release approach. Seventeen formulations with 3 mg of the active ingredient with
theoretical formulation weight of 150 mg were develeped, The tablets had different
quantity of lactose (X1), polyvinylpyrrolidone USP (X2} or Kollidon 90 F, and or
polyethyleneglycol NIF (X3) or Poliox WSR 301 NF, based on the statistical design,
“simplex lattice” mixture approach. Tablets were prepared using direct compression
method and all samples were evaluated for physical changes such ag hardness, average
weight, dimensions and adhesive force, The concentration of chlorhexidine diacetate
released ‘in vitro' was assayed by HPLC method using ultraviolzt detection. The
relationship between lactose (X1), polyvinylpyrrolidone USP (X2) or Kollidon 90 F, and
or polyethyleneglycol NF (X3} or Poliox WSR 301 NF and dependent variables (Y1 =
hiardness; Y2 = adhesive force) are represented as cubic models:

Y1=594X1 +9.69X2 + 13.80X3 + 21.21X1X2 -38.86X1X2 (X1-X2)

Y2 =2564X1 + 50.5X2 - 3970 X1X2 - 456 2X2X3 + 629.2X1X2X3 + 249.2X1X2
(X1-X2) ~ 164X2X3 (X2-X3)

The formulation with laciose or Kellidon 90 F, without Poliox WSR 301 NF, delivered
more than 17% of chlorhexidine diacetate in 4 hours, Kellidon presented satisfactory
adhesive strength and dissclution profiles for the tablets, and its association with lactose
seemed to be suitable for the development of pharmaceutical dosage forms.
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GLUCOSE CLEARANCE IS A RELIABLE INDICATOR OF INSULIN
RESISTANCE IN SPONTANEOUSLY DIABETIC GOTO-KAEKIZAKI
RATS AND WISTAR RATS FED WITH A HIGH-SUCROSE HIGH-
FAT DIET
S. Sato’, T. Konishi', K. Takeishi®, D, Maejima®, §. Mineo®
'Niigata Untv. of Pharm. & Appl. Life Sci Japan BOURBON Corporation
Japan

Airns; The postprandial hyperinsulinemia is a causative factor of obesity, pancreatic beta-
cell exhaustion and the development of diabetes. The insulin resistance in peripheral
tissues characterizes the metabelic syndromes. The insulin resistance is measured by the
glueose clamp technique, Although this glucose clamp method is very high sensitive
method, it requires the tedious and fime-consuming operations, A rapid and accurate
evaluation method for the insulin resistance would be very usefut in clinical practice. We
examined whether the glscose clearance is 4 reliable indicator of insulin resistance in
spontaneous)y diabetic Goto-Kakizaki (GK) rats and Wistar rats fed with a high-sucrose
high-tar {HSHF) diet,

Methods: The glucose was iniravenausly infused into GK rats, HSHF diet rats and normal
diet rats. The charged of blood glucose and plasma insulin levels during and after the’
infusion of ghicose were measured, An oral glucose tolerance test (OGTT) was alsa
performed. The glucose clearances were determined using a simple kinetic model. The
values of homapstasis mode] assersment (HOMA) were calcutared as an indicator of
insulin resistance using fasting glucose and insulin levels and correlated with the glucase
cl=zrances,

Resulrs: The Fasting blood glucose and plasma insulin levels were significantly higher in
GK rals than those in normal diel rats, Although the fasting plasma insulin level in HSHF
diet rats was significantly higher than that in norma! diet rars, the fasting bloed giucose
level in H3HF diet rats was almost same as that in normz] diet rats. The simple kinetic
model could quantitatively deseribe the alterations of the blood glucose levels and the
glucose clearences could be determined by this model, 1t was clarified that the log-
transformed glicose clearance is significantly correlated with the Jog-transformed HOMA.

Conclusions: These results suggested that the glucose clearance is a reliuble indicatar of
insulin resistance.

BB-P-007

THE EFFECT OF PALM OIL-BASED AND COMMERCIALLY
AVAILABLE PARENTERAL LIPID EMULSIONS ON NORMAL &
CANCER LIVER CELL LINES
E. Yusuf', A.F, Shamsuddin®, R. Hashim®
'Fatmawati Hospital Indonesia *Universiti Kebangsaan Malaysiz Malaysia

Parenteral nutrition {PN) it a mode of nutrition that involves the administration of nutrients
through the intravenous (TV) route, 1 is indicated when the orai or enteral route of nutrition
cannot be established or is insufficient, which can include the cancer patients. Lipid
emulsion is 4 major component of the PN regimen, Commercially available IV lipid
emulsions (TVLEs) are produced from different sources of cil with various contents of farty
acids {FAs), Several studies have demonstrated that certain FAs present 2 specific
cytotoxicity for tumour cells, This study was conducted to look into the eytatoxic effects of
palm oil {PO)-based lipid emulsion and several commercially available IVLES an cancer
liver cell line (HepG2), and normai liver cell line (Chang), Cells viability was evaluated by
MTT colerimetric assay, which invalves the reduction of a tetrazolinm component into an
insoluble biue formazan by the mitochondria of viable cells. All emulsions inhibit the
proliferation of HepG2 cell line with IC50 of 15.1+0.81 pg/ml, 46.5+1.6 pp/ml, 61,5+1.7
pe/mi, 67.2+1,3 ng/ml for soy bean oil (SO)-, long/medium chain tryglycerides
(LCT/MCT)-, olive oil (Q0)- and PO-based emulsions, respectively. SO-based emulsion is
significantly more cytotoxic against cancer cell lines compared to others based emulsion,
whereas OO-based emulsion is not significantly different compared to LCT/MCT-based
and PO-based emulsions (p<;0.05}. All emulsicns did not significantly inhibit the
proliferation of Chang cell with IC50 >; B0 pg/ml (p<:0.05). The results showed that -
vitro, the IVLEs could exart cytotoxic effects on the cancer cells besides acting as »
source of energy and essental farty acids.

BB-P-008

A VALIDATED METHOD HIGH-PERFORMANCE LIQUID
CHROMATOGRAPHY TANDEM MASS SPECTROMETRY (HPLC-
MS-MS) FOR. DETERMINATION OF ISONIAZID AND
"ACETYLISONIAZID IN PLASMA HUMAN TO DETERMINE
ACETYLATOR PHENOTYPE
J.C. Goncalves, N.M. Neves de Miranda
Fac Farmdcia-UFRI Brazil

To establish 2 useful method for acetylator phenotypication and therapentic drug
monitering of patienls receiving isoniazid a rapid and sensitive method using high-

. performance liquid chromatogeaphby tandem mass spectrometry (HPLC-MS-MS) was
developed and evaluated for simultansous quantitative determination of isoniazid and its
mujor metabolite, N-acethylisoniazid. The method involves a protein precipitation of 200
uL of plasma with | mL of Methanol and o sucessive dilution of supernatant with 1 mL of
water, centrifugation and injection (50 uL). The analyles were ionized using positive
elecirospray mass spectrometry then detecied by multiple reaction monitoring (MRM), The
vz transitions 138 to]21 (for isoniazid) and 180 (o 121 N-acethylisoniazid) were used for
quantification, The calibration curve was linear from 0.712 to 11.4 ug/mL (isoniazid) and
0,312 to 5.0 ug/mL (N-acetylisoniazid). The retention Bmes of isoniazid and Ac-INH were
7.0 and 7.5 minuies, respectively, The method is in use for acetylator phenotyping
determination of individuals in anti-TB treatment.

THERAPEUTIC DRUG MONITORING (TDM) FOR
ANTITUBERCULOSIS TREATMENT SAFETY: SCREENING FOR
ISONIAZID ACETYLATOR PHENOTYPE,

1.C. Gonzalves', N.M. Neves de Miranda', C.Q.M Carvalho Queiroz Melo?
Iiac Farmécia-UFR] Brazii *Fac, de Medinina - UFRJ Brazil

‘Tuberculosis is the world's second commonest cause of death from infectious disease,
after MIV/AIDS, In Brazil, there were an estimated 116,000 new cases of wherculosis in
2003. Regimens contzining isoniazid (INH}, rifampicin and pirazinamide are traditionalty
used first-line therapy for wherculosis, However, acte or chronic hepatitis frequently
develops in patients receiving these drugs. There have been stidies on the relation-ships
between the acetylator phenotype and the efficacy or side effects of INH. The rapid -
acetylators should take Jarger doses on INH than slow acetylators, and slow acetylalors are
at risk of hepatic toxicity. These findings strongly suggested the necessity of therapeutic
drug menitering (TDM} in bload or serum to define the most appropriate dosage regimen
for each individual, To 27 Brazilians patients, all residents at Ric de Janeiro, Brazil, with
pulmonary berculosis, were given 1 400 mg/Kg ora! dose of isoniazid esch. From the
concentration ratc of acetyl-isoniazid and INH (metabalic ratio = Rm) phenotypification
methods were assessed. The Rm at 2h post-dose revealed @ trimodal distribution: a fast
(Rm>; 0,81), intermediate (Rm 0,41- 0,8) and slow (Rm <; 0.4) acetylators groups, with
predominance of slow acetylators (52%).
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ON-LINE SOLID PHASE EXTRACTION COUPLED WITH HIGH-
PERFORMANCE LIQUID CHROMATOGRAPHY AND TANDEM
MASS SPECTROMETRY (SPE-HPLC-MS-MS) FOR
QUANTIFICATION OF CLONAZEPAM IN HUMAN PLASMA: AN
AUTOMATED METHOD FOR BIOEQUIVALENCE STUDIES.
1.C. Goncalves], N.M. Neves de Mirnnda', G.N. Germain Noelz. C.
Caminha®, .G, Da Silva Gram'

'Fac Farmécia-UFR] Brazil *Dept Farmacologia - ICB/UFR] Brazil 3I~lo.~;pilal
Universitdrio - UFRJ Brazil

A validated method for on-line s0lid phase extraction coupled with high-performance
liguid chromutography tandem mass spectrometry (SPE-HPLC-MS-MS) is described for
the quantification of Clonazepum in human plasma. The method involves a dilution of 100
ul. of plasma with 50 uL of diazepam (2.5 ngfml), used as internal standard, vortex-
mixing, centrifugation and injection of 100 uL. of the supernate, The analytes were jonized
uging positive elecirospray mass spectromelry then detected by multiple reaction
moniloring (MRM), The m/z transitions 316 to 182 (clonazepam) and 237 to 194
(dinzepam) were used for quaniification, The calibration curve was lnear from 1 ng/mL
(limit of quantification) to 200 ng/mL. The retention times of clonazepam and diazepam
were 2,6 and 3.2 minutes, respeciively. The intra-day and inter-day precisions were 3.43-
15.45% and 5.2-17%, respectively. The intra-day and inter-day accuracy were 94.00-
103.94%. This new aulomated method has been successfully applied in a bioequivalence
study of two tablet formulations of 2 mg clonazepam,

BB-P-011

NON-LINEAR MATHEMATICAL INTERPRETATION OF KINETICS
OT PHYSICO-CHEMICAL UNIT PROCESSES. PART 1. NOVEL
KINETIC WAVE MODEL.

A, Kubis, D.M. Marciniak, A.A. Kubis
Wroclaw Medical University Poland

The paper presents a trial of 2 novel approach to the problams of active substance release
from Lhe dosage form, in patticular to the premises being the basis of mathematical models
used in description of these phenomena. The paper starts witl 4 critical analysis of
standard mathematicn] models used in the description of kinetics of active substunce
release from the dosage form, which focuses on their limitations, simplifications of
premises used in the models and discussion of the reasons that led to (he development of 4
nove] wave model. Next the premises and equations of the proposed wave model are
presented, as well as statisticn] methods enabling determination of estimators for
parameters characterizing the presented model,

BB-P-012

NON-LINEAR MATHEMATICAL INTERPRETATION OF KINETICS
OF PHYSICO-CHEMICAL UNIT PROCESSES. PART 2. THE USE OF
A NEW KINETIC WAVE MODEL FOR INTERPRETATION OF THE
KINETICS OF DETREOMYCIN RELEASE FROM EMULSION
OINTMENTS W/0.
A, Kubis, A.A. Kubis, D.M. Marciniak
Wroclaw Medical University Poland

A comparative slatistical analysis of the first order kinelies model and Higuchi ‘square root
of time' made] with the proposed wave model was performed on the basis of empirica
data of chloramphenicol relzase from twenty-seven emulsion eintments W/O with different
quantitative and qualitative compoesition, Non-linear estimation of the proposed wave
model, using the method of feast squares, und next of the fiest order kinetics model and
Higuchi 'square rool of lime* mode! was performed on the basis of the obtiined results,
using quasi-Newtonian ulgorithm available in computer software STATISTICA® 7.0
manufaciured by StatSoft Polska. The correlation coefficients R and root-mean-square
errors § caleuluted Trom the above models were compared with each other using a noo-
parametric sign test for dependent Wrinls. A statistically signiftcant difference between R
and 8 parumeters were obtained a1 a presumed confidence level p=0.03 for favour of the
wave model, what proves that it better explains the analyzed empirical data.

BUCCAL TABLETS WITH PEPTIDES
I Plu[a’. D. Haznar', A, SLISZkﬂ-SWitBkz, F. Ryszka1
"yroclaw Medical University Poland Silesian Medical University Poland

The aim of a reaserch was (o obtain the mucoadbesive tablets for the peptides substances.
The tablzts were composed of the mucoadhesive polymer: methylocelulose (MC) or alginic
acid sodium salt (ALG) and hialuronic acid — as substance which increase the tablet’s
adhesion and modified absorbance of a peptide across the ora) mucosa. The model peptide
substance was inswlin. Munnitol was used ag the filling up substunce.

Tablets was examined accerding to Ph.Gur. 2003, A desintegration time in the
water and adhesion force were measured. Also release profiles were examined in a
digsolution tester by method 9 USP XX and in a diffusion chamber with semi-perueable
membrane. A preliminary in vivo test on rabbits was realized too.

All of prepared tablets Tulfillad the conditions of pharmacopea. An average
desintegration time for individual tablets versions were about 60 miutes for MC tablets and
64 minutes for ALG tablets. ALG tablats were characierized by greater adhesion force
than MC tablets. A diverse results were obtained for phazameeutical availability
measurements depending on a method applied. Pharamceutical availubility ef insulin after
3h was about 4% for MC wblets and about 20% for ALG 1ablets in dissolution tester,
while in diffusion chamber it reached only 0,25 % and 0,3% respectively, The preliminary
1est on rabbits reviled that insulin administered in the form of buccal tablews was absorbed
accros oral mucosi membrane.
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BB-P-013

BB-P-014

IN VITRO STUDIES OF THE PROPERTIES OF
THERMOSENSITIVE SYSTEMS PREPARED ON PLURONIC F-127
AS VEHICLES FOR METHOTREXATE FOR DELIVERY TO SOLID
TUMOURS
J. Pluta, B. Karolewicz
Wroclaw Medical University Poland

The results of in vilre studies demonstrate that the systems prepared on 14,8% Pluronic F-
127 with cenain additives, i.e. lactose, glucose, propylene piyeol, giycerol may be used as
vehicies for active substance administered as direet injection into the neoplastic tumour.
Prepare the sol-gel tramsition 1emperature of the prepared formulations at physiological
temperature ranges of the body makes possible their injection in the Bquid state and
subsecuent gelifization in situ providing a prolonged release of the active substance at the
application site.

Methotrexate reiease from selecled formulations approached zero order kinetics and the
investigations have shown that the vse of Pluronic F-127 in the construction of drug
carriers enables 1o pbtain such & form that, depending on the presence of additives and
their concentration, provides active substance release at any-time. Analysis of
physicochemical properties of the investigated formulations, i.e. pH, osmatic pressure,
density allows to believe that their administration by means of a thin needle shouid not be
problematic and they will not irvitate tissues or cause pain after application, Obtained
findings indicate that formulation based on Pluronic F-127 with 1% addition of laciose
revealed the best physico-chemicali properties. Methotrexate release from this system
approached zero order kinetics and active substance semi-release fime (10.5) determined
far this formulation supporls its usefulness in constructing 2 prolonged release drug from.

BB-P-015

EXPERIENCE WITH COMPARATIVE DISSOLUTION STUDIES
ACCORDING TO THE FDA GUIDANCE FOR BIOWAVERS
E. Swanepoel, T.G. Delkker, EC Van Tonder
Research Inst for Industrial Pharmacy South Africa

Aims

To share experience in performing comparative disselution siudies according to the FDA
guidance on the waiver of in vive bioavailability and bicequivalence swdies for immediate
release sokd oral dosage forms based on a biopharmacentics classification (BCS) sysiem.

Methods
All the sdies were performed aceording to the conditicns stipulated in the FDA Guidance
(August 2000).

Results

Over & pericd of three years more than 230 comparative dissolution swdies were
performed, most of which were performed berween the foreign innovator and the Sowth
African innovator. Studies were also performed on proportional similar generic
formulatons, differing in strenpth. Examples of date to be presented, include:

1. Propertionally similar produets containing APls that sre not highly soluble according 1o
BCS, may show dissimilarity as in the case of ciprofloxacin and clarithromyein,

2, Innovator products Tegistered in national regions in the BU do not always show similar
dissolution profiles as was found with miriazapine.

3. Anexample was found where different baiches from the same site of the innovator
show non-similar dissolution profiles,

4, In general, dissolution profiles between the foreign innovator and SA innovator are
gimilar, for example terbinafine HC! and losartan potassium.

Cenclusion

1. Comparative dissolution testing as defined in the FDA Guidance for Industry and the
Scuth African MCC guidance provides the pharmaceutical industry-with a practical el 1o
address several regulatory issues. '

2, A paddle speed of 50 rpm is niot ideal in cases of cone formation. A paddle speed of 75
rpm is proposed as generat conditian,

AN ALTERNATIVE HIGH-PERFORMANCE LIQUID-
CHROMATOGRAPHIC METHOD FOR DETERMINATION OF
DICLOFENA.C IN PHARMACOKINETIC STUDIES,

I Manfio', M Manfio', AM Pugens', A Dal' Maso’, AW Weich®
'Bipcinese - Centro de Estudos Biofar. Brazil 2Pmti. Donaduzzi & Cia Ltda
Brazil

Diclofenac, 2-[{2,6-dichlorophenyl)amino]phenylacetic acid is non-steroidal anti-
inflammatory (NSAIDs), analgesic, anlipyretic dreg, To measure diclofenac in plasma,
several methods have been developed including high-performance Equid chromatopraphy
with UV detection. In the present study, an alternative, fully validated HPLC procedure
employing UV detection for the determination of diclofenac in & 0,5 pL plasma sample is
presented, Naproxen was used os an interna) standan, After liquid-liquid extraction the
compounds were separated in reverse-phase Shim-Pack® C-18 (150 mm % 4.6 mm, 5 pm
particle size) column, Shimadzy LC-20AT HPLC system, equipped with  model LC-
2CAT pump, oven for column model CTO-10AS, The flow rate was 1.0 ml.min-1. The
retention time was 3.5 min for naproxen and 6.0 min for diclofenac, The samples were
detecied by ulraviolet absorption al 275 nm. The mobile phase consisting of acetic acid-
acetonirile (47:53) wes used. The method showed sensitivity (detection limit of 20 ngfml),
good precision {repeatability 2.09%), intermediate precision (5.51%) end accuracy
(98.71%) for low guality control sample, The method has presented a excellent speed (1otal
analysis time 10 min). The linearity was assessed in the range of 50 to 5,000 ng/ml. The

- representative linear equation was y=0,0003x -+ 0,013 with a correlation coefficient (r=1)

-highly significant for the method. The proposed HPLC methad presents some advantages,
firstly, the mobile phase doesn't require the pH adjusts and it is easily removed from
equipment, In addition, the method has been demonstrated 10 be simple, to have short
retention lime, good Jimits of delection and finearity. Furthermore the assay may be
considered 3 useful aliemative method for pharmacolkinetic studies in humans,

BB-P-016

ENHANCED BIOCAVAILABILITY OF ITRACONAZOLE WITH A
NEW SELF-EMULSIFYING FORMULATION IN HEALTHY
VOLUNTEERS: EFFECTS OF FOOD AND DOSE ON THE ORAL
ABSORFPTION
C.K. Kim
Seoul Naticnal University South-Korea

Purpose. The objective of this study was a comparative investigation of the effect of food
an the oral bicavailability of two itraconzole formulations in eight healthy Korean male
volunteers.

Methods, Each subject received a Sporanox® capsule (Speranox® 100 mg) or two doses
of ITRA-GSMP® capsules (ITRA-GSMP® 50 mg or ITRA-GSMP® 100 mg) in the
fasted state and afier a high-Tal breakfast on six separate dosing occasions in a randormized
fashion, The plasma concentrations of iiraconazole were determined by using 2 validated
HPLC-fluorescence methed, Pairwise comparisons of AUC0-24 end Cmax were carried
out with t tests to investigate an effect of food on the bioavailability.

Results. At the same itraconazole dose of 100 myg, AUCO-24 end Cmax of ITRA-GSMPD
100 myg were about 7-7.5 times higher in the fasted state (1785,2 ng/mlh und 307.5 np/ml,
respectively), and 34 times higher in the fed state (1890.2 ng/mlh and 264.5 ng/mi,
respectively) than Sporanck® 100 my, AUCE-24 and Cmax of ITRA-GSMP@® 50 mg
(431.0 ng/mi*h and 108.5 ng/m, respectively, in the fasted state, and 689.4 ng/mlsh ang
108.1 ng/ml, respectively, in the fad state) were similur 10 Sporanox® 100 mg (232.8
ng/mi+h and 42.9 ng/ml, respectively, in the fusted state, and 466.2 ng/mbh and 82.4 ng/ml,
respectively, in the fed state), The absorptien of Sperunax@® capiule showed the significant
differences between the plusma concentrations of itraconazole in the fusted and fed states,
while that of ITRA-GSMP® capsule was similar between the bath states.

Conclusion, Consequently, it is suggested that ITRA-GSMP@® capsule, SEDDS .
formulation, is an interchangezble formulation with improved bioavailability and reduced
foad effect &t the half~dose of Sporanox® capsule.
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BB-P-017

BB-P-018

STEREOSELECTIVE DETERMINATION OF ESLICARBAZEPINE
ACETATE (BIA 2-093) AND ITS METABOLITES IN PLASMA BY
HPLC-UV
M.M. Caramona, G.L. Alves, A.C, Falcao, 1.V. Figueiredo, M.M. Castel-
Branco
Coimbra University Portugal

Aim: To validate a simple and economica] HPLC-UVY method for simultanecus and
siereoselective determination of eslicarbazepine acetate (BIA 2-093) and its metabolites
BIA 2-194, BIA 2-195 and oxcarbazepine {OXC) in plasma. BIA 2-093 is a new
antiepileptic drug structorally refated Lo carbamazepine and OXC, which is under
development at Laboratérios BIAL. Method; The calibration carves were constructed from
spiked human plasma samples containing known ameunts of all four drugs and the internal
standard (BIA 2-265). The extraction of the unalyles from plasma samples was carried out
by means of a selective solid-phase extraction (SPE) pracedure using Waters Oasis® HLB
carlridges on a vacuum manifold column processor. The extract was evaporated to dryness
and then reconstituted in the mobile phase. The quiral separation was achieved by isocratic
elution with water/methanal (88:12, v/v), at a flow rate of 0.7 ml/min, on a LichroCART
2504 ChiraDex {B-cyclodextrin, 5 pm) column a1 30°C, The compounds were detected by
ultraviolet absorption at 225 nm. Resuls: Calibration curves were linear (r > 0.99 {or all
analytes) aver a range of 100-2000 ng/m] for BIA 2-093 and OXC, and 100-20000 ng/ml
for BIA 2-194 and BIA 2-195, The overall precision (expressed as CV %) and accuracy
{expressed as bias %) of calibration standards were within 10%. The mean relative
recoveries in plasma, taking into account all eompounds, ranged from 94.0% o 102.2%.
The limit of quantification was 100 ng/ml and the limit of detection was 25 ng/ml for BIA
2.093 and 10 ng/ml for B1A 2-194, BIA 2-195 and OXC, No peaks due to the human and
mouse plasma matrices interfered at the retention time of the analytes and no interference
was found with several tested drugs commonly co-preseribed. Conelusion: This method is
simple, accurate and less expensive than others, aflowing its use in therapeutic drug
wonitoring as well as pharmacological and toxicological preclinical research in plasma.

Supporied by FCT and BIAL, Portugal

BB-P-019

DETERMINATION OF AMPICILLIN IN HUMAN PLASMA BY LC-
MS/MS AND COMPARATIVE BIOAVAILABILITY OF TWO
AMPICILLIN FORMULATIONS.

D Pereira de Santana, T.M.G. Mota Gongalves, D.C.G.B. Cesar Galindo
Bedor, L.R.P. de Pires de Abreu, C.EM.,S Eduardo Miranda de Souza, R.G.P.
de Galindo Paes de Lira, V., Cristina de Souza
UFPE Brazil

A simple, fast and selective LC-MS/MS method was described for the determination of
ampicillin in human plasma using amoxicillin as internal standard. The samples were
prepared from human plasma by solid-phase extraction (SPE), and the analytes were
determined using electrospray positive ionization (ES+) in the multiple reaction monitoring
mode (MRM), m/z 350,10>;106.4 and m/z 366,06>;207.88, ampicillin and internal
standard, respectively . The cone voltage, capillary voltage and collision energy were 10v,
275Ky and 12ev, respectively. The liquid chromatographic syétein consisted of a C18
reversed phase column with acetenitrila (0.1% formic acid): water (0.1% farmic acid),
80:20,v/v, as mobile phase. The bioequivalence was determined in healthy human, adult
volunteers after a single dose of ampicillin 1000mg capsules in a randomized cross-over
stody, The reference and test formulations were administered to volunteers with 300 ml
water after overnight fasting. The method showed precision and accuracy for the
application in bioequivalence study of 500mg capsules of ampiciilin. Using a short runming
time of 2.5 mimutes, the lower limit of quantification {LLOQ} of ampicillin ohtained was
0.1pg/mL for a plasma sample of 2501 and a recovery of 94.38 +4,05%, Bioequivalence
between the products was determined by caleulating 50% confidence iniervals (50% CI)
for the ratic of Cmax, AUCO-t and AUCO-inf values for the test and reference products,
using logarithmic transformed data, The 90% C1 for the ratio of Cmax (0.83-1.02), AUCO-
1(0.83-1,02) and AUCO-inf (0.84-1.04) values for the test and reference products are
within the 0.80-1.25 imerval proposed by FDA and EMEA. It was concluded that the two
IND formulations are bioequivalent.

BB-P-020

QUANTIFICATION OF NORFLOXACIN IN HUMAN PLASMA BY
HIGH-PERFORMANCE LIQUID CHROMATOGRAFHY AND ITS
APPLICATION TO A BIOEQUIVALENCE STUDY.

D Pereira de Santana, D.C.G.B. Cesar Galindo Bedor, T.M.G. Mota
Gongalves, L.L.B. da Leal Bastos da Silva, L.R.P. de Pires de Abreu, CEM.S
Edwarde Miranda de Souza, P.B.V. Barros Vasconcellos, V. Cristina de
Souza
UFPE Brazil

The Norfloxacin is 2 fluaroquinelone and have broad antibacterial specira and are active
against most Gram-negative and many Gram-positive species. A accurate, precise and
sensitive assay methods was developed for the determination of norfloxacin (NFX) in
humen plasma using ciprofloxacin as internal standard and it was employed in a
bisequivalence study of two 400mg tablet formulations in 24 heaithy volunteers.
Notfioxacin and the internal standard were isolated from the plasma using Chloroform and
separation achieved via reversed-phase liguid chromatography on a C18 column eluted
isocratically with a mobile phase consisting of 88:12 (v/v) of di-Sodium hydragen
phosphate (20mM) with pH adjusted 10 3.0 with phosphoric acid and acetonitrile. NFX
concentrations were analyzed by combined reversed phase liquid chromatography and
U.V. detection (A=280 nm). From the NFX plasma concentration vs, time curves the
following pharmacokinetic parameters were obtained: AUCO-t, AUCO-ca and Cmax. The
interna] standard and NFX eluted about 12.4 e 10.5 min, respectively at a flow rate of
1.2mL/min. The mean absolute recovery of NFX in plasma was 91,19% and the internal
standard was 93,91%, The assay showed excellent relationships between peak nrea ratios
and plasma concentrations and NFX tablets (r2 = 0.99). The method showed sensitive with
an lower limit of quantification of 0.D5pg/mi, based on 250pL of plasma, The 90%
confidence interval of the individual ratio geometric mean for both AUCO-t and Cmax
were 85,02 — 106,5% and 85,36 - 111,1% respectively. Thus, test formulation was
considered bivequivalent to reference formulation according to both the rate and extent of
ubrorpiion,

DEVELOPMENT AND VALIDATION HPLC METHOD FOR THE
SIMULTANEOUS DETERMINATION OF TRIMETHOPRIM AND
SULPHAMETOXAZOLE IN HUMAN PLASMA.

D Percira de Santana, T.M.G. Mota Gongalves, D.C.G.B. Cesar Galindo
Bedor, C.E.M.S Eduardo Miranda de Scuza, V. Cristina de Souza, A.L.M.C.
Luis Menezes Carvalho
UFPE Brazil

Sulfonamides are used primarily in the treatment of urinary tract infections, in combination
with imethoprim (TMP), they also frequently used for (he treatment of otitis, bronchitis,
sinusitis and pusumoystis pneumonia, A HPLC method for the simulianecus determination
of TMP and sulphametoxazole (SMX) in human plasma has beeen developed and validated
using ciprofloxacin as internal standard. The samples were prepared from human plasma
by solid-phase extraction (SPE) using HLE Oasis® cartridges. The mobile phase 20mM
scdium monobasic phosphate pH 3,0: acelanitrile (89:11, viv) was used for separation of
TMP,SMX, ciprofloxacina and from other remairing plasma components with a C18
analytical column, wich were detected by UV at 230nm. The TMP, internal standard and
SMX eluted about 3.9, 6.3 and 10.5 minutes, respectively at a flow rate of 2.0mLmin-1
Mean recovery were above 80,28% and 93,47% for TMF and SMX, respectively, The
calibration graphics were linear in the concentration ranges of 0,05 - SugmL-1 and 0,5 -
60pgmlL-1 for TMP and SMX, respectively, The inira- and inter- assay coefficients of
variation were less than 10% for both drugs. The analytes were stable in buman plasma
sample . The method showed acceptable precisian, accuracy, sensibility 1o be applied in
pharmacokinetic study.
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NS-P-001

NS-P-002

GLYCOXIDATION OF ASPARTATE AMINOTRANSFERASE USING
IN VITRO MODEL WITH CU2+; THE EFFECT OT A GROUP OF
PHENOLIC ANTIOXIDANTS OF PLANT ORIGIN

) 1. Drsata, 1, Bousova
Charles University Faculty of Pharmacy Czech Republic

Nen-enzymatic glycaion includes oxidative steps and because of that it is also termed
glycoxidation. The process is causing impuirment of protein functions during uging and
diabetes melins, Trunsitiona) metal ions are necessary for the full developmen: of
oxidntive reactions, In an in visro model with purified porcine aspartate aminorransferase
(AST, EC 2.6.1.1) Cu2+ jons, the effect of D-fructose s » glycating agent and the
influences of u group of phennlic compounds, During 3 weeks of incubation at 37°C, AST

+ Activity was measurable even in the presence of fpM Cu2+. D-Fructose in 50 mM
concentration decreased the enzyme activity by 40% after 3 weeks. As for the antioxidants
sluclied, no negative effect on the enzyme activity was found but only a slight stabilizing
efiect of o-conmaric and m-coumaric on AST activity was found after 2 weeks, while no
remurkable protection ef the AST uctivity was visible with any compound studied after 3
weeks, Beside AST activity, development of advanced glycation end products (AGE) was
studied under the same conditions. Generution of ats] AGEs was rapidly increused in the
citse of sunples containing D-fructose ropether with copper. In the case of pentosiding, the
presence of any phenalic compound studied cuused inhibition of pentosidine formution
during glyeation. As for the 10ta] AGEs, phenalie antioxidants had only mild but

remarkable inhibitory effect on AGEs formation, with exception of quinoic acid (no effect),

The results contribute to our langtern in vitro studies of naneral phenclic compowmnids ay
possible antiglycoxidation agents,

Acknowledgements: Supported by the Charles University Grant 128/2005

CHEMICAL COMPOSITION AND TOXICITY OF MELIA
AZEDARACH L, AGAINST MALARIA VECTOR ANOPHELES
STEPHENST
M. Khanavi
Tehran university of medical sciences Iran

Meliu nzedarach L. or Persian llac (Melincene) is 2 deciduous Iree, native to Southeast
Asia und northern Australis, which is growing in northern of Iran especially in the coastul
paris of Caspian-sea, Investigations that huve been sccomplished about the Melia
uzedarach L. showed that different purts of the plant were wsed in folk medicine for
treating some diseases and uk insecticide for pest contral. 1n this work, the fruits of Melia
azedarach L. was extractzd with hexune and ethancl, and then iis fatry acids methy] ester
was analyzed using GC/MS. Thirteen constituents representing 85.1% of the totul exiract
were identified, Among them the major camponents identified were mathy! pulmitate
(18.8%3, methy! linolenate (16,1%) end methy! linoleate (9.896). The fruits extract was
evaluated against larvae of main mularis vectar, Anophles srephensi, Results showed that
the LC50 value is 5.5 ppm for this oil and il seems 25 a potent biorational insecticide for
malaria vectars conrrol,

NS-P-004

NS-P-003

PHYTOCHEMICAL AND PHARMA COLOGICAL INVESTIGATION
OF WHOLE PLANT EXTRACT OF INDIGOFERA.
ASPALATHOIDES
M. Mohammed, M. Hussaini, P, Srividya, M. Shetty
S5R College of Pharmacy India

Indigofera aspolathoides Vahl. ex. DC, 1 member of papilionaceae, reported to bave
antiinflammutory and antineoplastic activities. The powdered whole plant way successtully
extacted with methanol, pet ether using soxhlet apparatus {70-80°C). Colemn
chromatography and prepurative TLC were used 1o isolate individual compotrnds.
Phytochemical investigation of the exiract revenled the presence of ulkoloids, glycosides
(reducing sugars), phytosterol, flavonaids, mucilage, saponins, prateing and aminoacids.

Pharmacalogical investipsions of the methanolic fraction were carried out ta study
anticancer, antilice, annlgesic, anti-edematous and anti-ulcer activities using Swiss albino
mice of both sex weighing 18-25g, Antimicrobial aciivity against bacteria, fungi and
dermatophyte were camied out using Streptococcus sps.& Staphylococcus sps.,
Asperigillus niger and Trichophyton rubrum respectively,

The plunt extract showed wide variety of pharmacological activities which made treelf an
. important medicinal plast in freating many diseases,

STUDIES TOWARDS ISOLATION OF MARKERS FOR
APPLICATION IN QUALITY CONTROL OF SCELETIUM PLANT
MATERIAL AND ITS DOSAGE FORMS
1. Kanfer, 8. Patnala
Rhodes University South Africa

Aims:

The Sceletium plant has been reported to contain psychonctive alkuloids, specifically
mesembring, mesembrenone, mesembrenal and related alkuloids, Sceletium is marketed us
dried plant powder and oy phyto-pharmaceutical dasuge forms,

The relevant alkaloids are nol commereially available, hence relevant markers were
isolated and characterised to gualify them us reference standards for the quality control
{QC) of Sceletivm raw muterial und its solic degape forms,

Methods:

Mesembrine, mesembrenone, & 7-mesembrenene were isolated by solvent extraclion and
chrematography. Mesembranol and epimesembranal were synthesised by catalytic
hydrogenation of mesembrine, All compounds were subjected ta i H, 13C and 2-D NMR
and LC-MS-MS, Mesembranol and mesembrine hydrochloride were crystullised und their
structures confirmed by X-ray crystullography, Seeletium plants were obtained from logal
farmers of which two were Identified s §, tortuosum and §. emarcidum. The dasage forms
were purchused from locu] pharmacies, An HPLC method was developed on o reverse
phase C18 sysiem connected to n PDA detector using ammonin buffer and acetonitrile o
the mabile phase,

Resuits: :
The isolaled markers were used a5 reference standards, The HPLC results showed a

* distinet variation in alkaloid content in each of the analysed Sceletium phant material and

dokage forms,

Conclusions: : '
The HPLC resulis showed wide variation in alkaloid centent in al) of the Sceletium plant
materia] samples and dosage forms anilysed
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THE BEHAVIOR ANALYSIS OF PEOPLE USE TRADITIONAL
CHINESE MEDICINE FOR HEALTH PROTECTION IN TAOYUAN
COUNTY
M.J, Chin, R.C Yang
Chang Gung Memorial Hospital China Taiwan

In Taiwan, people used 1o take the traditional Chinese medicine(TCM) as the Health-Care
Food in daily life, The purpose of this study was to analyze the habit of the people to take
TCM in Taoyuan by the questionnaire, We randomized sampling the people by the
propartion of population in Taoyuan, The total 1,003 residents were enrclled, The contents
of the questionnaire included where to purchase, why to need, how frequency and for what
reason, The effective questionnaires were 841 occupied 83.8% (1,003). The data were
analyzed by using frequency table. The investigation revealed that people likes to purchase
herbals in ‘Chinese medicine pharmacy’ near their household (58.9%), in ‘he specific
Chinese medicine pharmacy' (39.2%) and in 'the Chinese medécine clinic’ (30.3%). In
addition, peaple purchasing herbs by themselves, thinking cccupied 43.2%.'Commended
by relatives and friends ‘occupied 29.1%, 'Introduced by the Chinese medicine pharmacy
physicians' occupied 23.8%. As for the frequency of utilization in one year, * 2-6 times '
accupied 52.0%, ' once or below ' occupied 25.5% and ‘ 7-12 times' occupied 12.5%.
Finally, for the reason why people take TCM, ‘nutrition in winter' occupied 50.5%, ‘dispel
the fatigue, regain energy' was 39.5% and 'increase the flavor of the food ‘occupied 39.1%.
In conclusion, people take TCM as health care food ordinarily.

NS-P-007

ANALYZE AND INVESTIGATE PEOPLE’S BEHAVIOR OF USING
THE TRADITIONAL CHINESE MEDICINE IN TAOYUAN
C.J. Lin
Chang Gung Memcrial Hospital China Taiwan

The traditional Chinese herbs are not only used to treat the disease, but applied
progressively o people’s daily health care recently. The purpose of this study is to
investigate the differences between ‘People who use traditional Chinese medicine’
(abbreviated as A group), and 'People who don’t know how te use waditional Chinese
medicine’ (abbreviated as B group) about their behavior of using the traditional Chinese
medicine or the herbal cuisine. The persens we study were randomized sampling according
to the proportions of population of TAOYUAN, 1870,000 persons of 13 villages. Then we
abtained the relevant materials by the questiormaire for each one. The content of the
materials was compared with in age?gender and villages, We used Cross Tabulate to
analyze the materials. The total number of questionnaires altained was 1003 and the
effective number was 986, There were 86.7% of the persons belongs to group A, and enly
13.3% of the persans belongs to group B, In group A: the age level of 50-59 years old was
the most population eceupied 92,7% (178 persons). The most proportion of group B was in
the 2029 years ald, occupied 21.4% (238 peeple). In group A: the propartion of the
female using the traditional Chinese medicine (58.2%) was greater than the male (28,7%).
‘There was no difference between people who live in villages or towns, Conclusion: People
using the traditional Chinese medicine in TAOYUAN, the age level of 50-59 years old was
the most population, The fzmale like to use the traditional Chinese medicine than the male.
In villages and towns of TAOYUAN, there was no statistically difference,

NS-P-008

THE ENHANCING EFFECT OF TOTAL SAPONIN FROM
ACANTHOPHYLLUM SQUARROSUM ON THE PERMEATION
BEHAVIOR OF CACO-2 CELL LINES
E. Moghimipourl, S.A. Sajjadi Tabassi®, M. Ramazani®, R. I.oebcnbergz
! Ahwaz College of Pharmacy Iran *Mashhad College of Pharmacy Iran
*College of Pharmacy Canada

Acanthophyllum squarrosum is one of 23 species of the section oligesperma which is
endemic to Iran. 1% roots, named Chubak, have been tradittonally used as a detergent for
washing clothes and dishes, In the present study, we have tried to extract and puify the
total saponin from roots of the plant and evaluate its ability to enhance the absarption of a
drug model, 5(6)-carboxyfluorescein in Caco-2 cell line,

Afier collection and identification of the plant roots, Acanthophyllium squarrosum total
saponin (ATS) was extracted and isolated using several chemical and chromatographic
methods, Then, its in vitro absorption enhancing effects was determined using Caco-2 cell
line model, The ability of the saponin to enhance drug passage through Caco-2 cell
membrane was assessed using a diffusion cell apparatus and confocal laser scanning
microscopy (CLSM) technique. The results were compared to data from QTS, SLS, BC
and some bile salts,

The extracted material showed a relatively high surface activity. Its surface tension
lowering effect was comparable to that from synthetic surfactants. In Caco-2 cell lines,
ATS induced a significant increase (p<,0.05) in 5(6)-carboxyfluorescein transport through
the membrane. Furthermore, confocal laser scanning microscopy proved the presence of
CF in the individual cells. The results suggest that ATS is an efficacious absorption
enhancing agent which acts through both paraceliular and transcellular routes of passive
ditffusion pathway.

HERBAL ROW MATERIAL MARKETIN SERBIA AND
MONTENEGRO
D. Djurovic', N, Kovacevic®, A.M. Antic®
"Medicines and Medical Devices Agency Serbia and Montenegro Faculty of
Pharmacy Serbia and Montenzgre *Chamber of Economy Serbia and
Montenegro

In Serbia and Montenegro 3C00-4000 plant species are growing. From 450 up to 700 are
used traditionally, 28C wild growing plant species are subject of trade. Former Yugoeslavia
was an imporlant exporter of herbs and essential oils, but in last two decades, the amount
of collected plants decrease: 3500 t (1993) - 500 ¢ (1997}, From that period, this aspect of
economic activities slarting to grow up again, mainly in the form of little and medium
factories and family business. From 2000-2005 export of row plant material valued 2-3
millions $ per year, The main export business was done in the Belgrade aetie (1/3 up to 2
of activities). The most abundant exported products are chamomile, peppermint, gentian
{natural populaticns are protected from 1956.), linden and marshmallow, Except gentian
and lirclen, the athers are obtained from field preduction. The main collecting of wild
growing plant is in the West and East Serbia, while the main field production is at north
part in Vojvodina. The area of plantations js quite modest; 2000 hectares in 2003. In near
future this kind of plant production has to be improved. Goed agricultural practice bas to
be implemented as well as some part of organic production, Officially, the collection of
wild growing plants is under control of nationa! institutions (Ministry for Environmental
Protection; Institute for Nature Protection). We are {rying now to implement a Good
collecting practice, to make certification of some clean regions and to build some brands
(linden flower from Serbia', 'sage from Njeguii-Montenegro'). At the other side, some
protecied (lemporary or permanent) aeries have to be developed.

S&M imports lot of plant materials, mainly extracts, BExcept distillation of essential oil,
industrial extraction and production of standardise extracts is at beginning, In future, the
matn goal is development of industry for higher phases of manufaciuring of row materials,
This has to lead to export fewer quantities of more valuable and profitable goods.
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NS-P-009

NS-P-010

STUDIES ON ANTI CANCER {(ANTI LEUKEMIC) ACTIVITIES AND
PHYTO CHEMICAL CONSTITUENTS OF SOLANUM KHASIANUM
L. USING MODERN ANALYTICAL METHODS WITH SPECIAL

’ REFERENCE TO THE PREPARATION OF16-
DEHYDROPREGNENOLONE ACETATE FROM SOLASODINE
S. Bhattacharys
ROFEL, SHRIGMBILAKHIACOLLEGEOFPHARMACY Indin

Sternidal compannds either extracted from plant or animals now ateaing best and even
mote attraction ameng the researchers for the treatments of ailmenes of human being. the
steriodal compouonds which we have got as the gifts from the plant origin now help us to
improve the mode of trearment o {human beings, in various ways. The steriodal compounts
which are alrendy exist in plant kingdom ,first we have to isolate them in pure form , and
then we have to study their pharmacological actions in details,

My present research work also follows the the same observations as explained above.In
ty research work , [ have isclated ,  steroidal glycaalkalod ‘Solasoding' in pure form,
from the the fruils of Solunum khasianum {plant identified in C.LM.A.P, LUCKNOW,
INDIA).The yield of SOLASODINE wiis 5% on dry wwight basis.

Anather interesting finding of my stucy was that nSolusodine is successfully converted into
OF16-DERYDROPREGNENOLONE ACETATE , which is 1 starting material for for
AntiFerrility and Anti Inflammatory Cortocosteroidal drugs Tike Betamethasone, The
Percentage conversionwas about 73% from Solasodine,

1 have ulso isalated the 'Oil'from the seeds of Solanum Khasianum and the oil contained
"Stearic Acid'. The RT value of Stearic Acid was cinfirmed by Gas Chromatography.1 have
also isolared two long chain Fatty Alcohols from the toluene luyar of the extract of
Solanum Khasianum L.

The masl interesting finding of my wark is that SOLASODINE is said to have 'ANTI
CANCER ACTIVITY' ugainst Human Myeloid Leukemia celliines(U937).1t is seen that it
ciian compete with Anti CanCer Drug 'ARA-C'(94.96% @40uL)] %0F NHIBITION (C-
A or T/C)*100).C1,C2.C3,04 ARE THE CONTROL {WITHOUT DRUG)
2.A1,A2,A3,A4 ARE THE STD. ANTICANCER DRUG(ARA-C}

3. T1,T2,T3.T4 ARE THE TEST DRUG AT DIFFERENT CONCENTRATION
(SCLASODINE HYDROCHLORIDE)

Solasodine can alse be used for Cox 1411 inhibition 100,

NS-P-011

EVALUATION OF ANTL.INFLAMMATORY AND ANTI-CANCER
-PROPERTIES OF SYNTHETIC IYDROXY CINNAMIC
DERIVATIVES
F Pedro Antunes, P Fresco, F Borges, C Diniz
University of Porto Portugal

Among polyphenolic compounds, hydroxycinnamic acids {e.g. ferulic and caffeic acids)
are p well-known group of phytochemicals present in human diet in significant amounts
invelved in the deferse against delelerious ‘oxidative damage. In the presznt study, the ant-
inflammatory (cycloxygenase-2, COX-2, inhibitinn} and unticancer properties of the
synihetic hydroxycinnamic derivatives wans-3-(34,5-trihydroxyphenyl}-2-propenocie acid
(A), rans-ethy](3.4,5-trihydroxyphenyl)-2-propencate (B) and diethyl 2-(3,4,5-rihydroxy-
phenylmethyleneymalonare {C) were evaluated, COX-2 activity was measured using o
colorimetric assay kit (Cayman Chemical, Ann Hurber, MI, USA) and the cytotoxicity
againsl cancer (mammary gland adenocarcinoma, MDA-MB-231) and non-necplastic (skin
fibroblasts, BJ) human cell fines was alio evaluated using standard assays (1,2), Arthe
concentration studied (100 pM) 1wo of the hydrexyclnnamic derivatives (A and B
presented significant COX-2 inhibitory activity (94.0 + 2.3%, n=8; 76.6 + 10.8%, n=8,
respectively), velues similar to those abtuined with the polent anti-inflammurory drug used
as standard (indomethacin: 95.7 = 1.8%, n=8). Mareover, these compounds (A and B)also
presented the highest cytotoxic effect against the cancer MDA-MB-231 line (down to 11
cell viability of ca, 60 %,). In conclusion, compr.;unds A and B seem 1o be potent antl-
inflamatory and anti-cancer agents.

NS-P-012

DETERMINATION OF THE TOXICITY OF THE PSILOCIBE
CUBENSIS FUNGI THROUGH THE BIOASSAY OF ARTEMIA
SALINA LEACH. :
M.C. Alcintara de Sousa
LAPETOX - UFPE Brazi

The Psilocibe cubensis is one fungi of the Agaricaceae family, mueh spread out in the
entire planet, however its preferred habitat is bovine dung. The Psilocibe cubensis has
hallucinogenic effect had the presence of ils main alkalis: Psilocibin ane Psilocin, The
Artzmiz salina Leach is a brine shrimp, widely known ps indicating of toxicity in a
biouxsay that uses the concentration thal kills 509 of the animals (LC50) as parameter of
evaluation of the 1oxicology activity, Our work had ay objective 1o carry through the
determination of the toxicity of the Psilocibe cubensis mushroam through the bioassay with
Artemia sulinn Leach, For the attainment of the larvae, cysts of Artemia salina had been
placed in saline water (pH 8,5 and 29°C) under artificial illumination for 48h. Solution was
prepared in sall wuter, Cremophor, Tween 80 a 5% and dried extraet of the mushroom.
Tested concentrations were 50, 100, 250, 500, 750, 1000pg/mL. Added 5ml of these
concentrations in askay pipes and were added of [0 the 12 larvae. The test was carried
through in quadruplicate #nd two stages. A graup has controlied was prepared contends
only the solvent, the lensoactive and the larvae, The sel in incubation under anificial light
for 24h was lefi and afier this period live and desd larvae were counted. The LC50 wag
determined in accordance with the slatistica) method Probitos, The resull disclosed that the
Psilocibe cubensis LC50 of the iy 853.371 7y g/ml, us the loxic potentiality for the Artemia
suling Leach is situated until the band of’ 1.000pg/m! the Psilocibe cubensis hax a fight
lexicity between the moderate one,

DETERMINATION OF THE TOXICITY QF THE PSATHYRELLA
TUBERCULATA FUNGI THROUGH THE BIOASSAY OF ARTEMIA
SALINA LEACH,

8.C.C. Ximenes
LAPETOX/UFPE Brazil

Cur work had as objective to carry through the determination of the toxicity of the
Psathyrella tuberculat mushroom through the bioussay with Arternia salina Leach, For the
atainment of the larvae, cysts of Artemin salina had bzen placed in saline water (pH 4.5
and 25°C} under artificia! fllumination for 48h, Solution was prepared in sall water,
Cremophor, Tween 80 a 5% angl dried extract of the mushroom. Tested cancentrations
were 50, 100, 250, 500, 750, 1000ug/mL., Added 5m! of these concentrations in Hssay
pipes and were ndded of 10 the 12 larvae, The tes| was carried through inquadruplicate
and two stages. A proup has eoritrolled was prepared contends only the solvent, the

"lensoactive and the Jarvag. The set in incubation under artificial light for 24h wag Jeft and

zfter this period live and dead larvae were counted. The LC50 was determined in
accordance with the statistical method Probitos. The result disclosed that the Psathyrella
tuberculata LC50 of the is745.5804Bp p/ml, as the toxic potentiality for the Artemia salina
Leach is siwated until the band of 1,000pg/ml the Psathyrella tuberculata has a light
toxieity betwzen the moderate one, '
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NS-P-013

NS-P-014

COMPARATIVE STUDY OF ESSENTIAL OILS OF CYMBOPOGON
CITRATUS (D.C.) STAPF CULTURED IN MINERAL OR ORGANIC
MANURES USING THE THIN LAYER CHROMATCGRAPH
L. Vieira', LM M Vieira', P § D'Oliveira®, § C Espetho®, L E R Cortez*
ICapsutec Encapsulators and Pharm. Equip. Brazil 2. Brazil

Cymbepogen citratus (D.C.) Stapf, popularly knawn as west lemongrass, is an aromatic
plant originated from India, which belongs ta Poaceae family. Because they grow in
ditferent climatic conditions, they are found in several countries, including Brazil. They
present several pharmacologica] activities well known by the folk medicine, one of them as
a tranquilliser, The essential oit of the west lemongrass is widely used in the
pharmacentical, cosmetic and food industries. The aim of this study was carried out 1o
investigate the changes in the essentia) oi] composition of the west lemongrass when they
are cultivated in two differant manures, mineral and organic, The essential oil of
Cymbopogon citratus (D,C,) Stapf eultured in mineral or organic manures, collected from
the medicinal Plant HORTO of CESUMAR, was extracted by hydro-distillation and
analysed by the thin layer chromatograph (TLC), using silica gel TLC plates as stationary
phase, hexanefethyl acetate 9.2:0.8 as eluent, 2 % sulphur vanillin as spray reagent. Next, -
the plates were dried in incubator at 1050C for few minutes. The presence of dyes was
chserved and the Rf of each dye was calculated. In all samples analysed a citrine and
yellow (RF 0,18) and purpure dyes were observed, However, only the essential oil from the
plants cultured in mineral manure presented rusted colour dye (Rf0.27) and brownish dye
(Rf 0.40}. The resulls suggest that there are differences between the oils from plants
cultivated in mineral manure to tha of organic manure, showing that the manure conditions
influence in the plant metabolism.

NS-P-015

EFFECTS OF SOLIDAGO CHILENSIS MEYEN EXTRACTS ON
INFLAMMATION INDUCED BY DIFFERENT PHLOGISTIC
AGENTS IN THE MOUSE PLEURAL CAVITY.

S. Goulart, X, L. Lang, M. I, G. Moritz, E. P. Schenkel, T. 5, Fréde
Federal University of Santa Catarina Brazil

Objective: The present study evaluated the antiinflammatory effects of S, chilensis thizome
extracts on the inflammatory response induced by different phlogistic agents (bradykinin:
BK, histamine: HIST or substance P: SF) on the mouse mode] of pleurisy,

Methods; Non-fasted adult Swiss mice, aged 2 months, were used throughout the
experiments. Previous studies in our laboratory showed that the best doses that inhibited
the cell migration and exndation were; aqueous extract (Aq, 25mg/Kg, i.p.), or two
fractions isolated from aqueous extract: 1) buthanolic (But, 25mg/Kg, i.p.) or 2} aqueous
residue (RAg, S0mg/Kg, i.p.) ndministered 0.5h before pleurisy induction. These doses and
time of pretreatment were used to analyze the leukocytes and exudalion 4h afier the
pleurisy induction by BK (10nmel/cav.), HIST (100mcg/cav.) or SP (20nmol/cav.}
administered by intrapleural route. Significant differences between groups were determined
by analysis of variance (ANOVA), Dunnett's or Student’s t tests, Values of P<:0.05 were
considered significant.

Results: In the plewisy induced by BK, HIST or SP, the extracts inhibited leukocyte

migration (P<;0.05), mononuclears (P<;0,05) and neutrophils (P<;0.05). The extracts
studied did not inhibit the exudation in the mouse model of pleurisy induced by these
phlogogens (P>;0.05).

Conclusions: These results demonstrate that Solidago chilensis has an important
antiinflammatery effect, inhibiting cell migration in the acute mouse medel of inflammation
indvced by different phlogistic agents, This antiinflammatory effect may be attributed to
the two fractions (buthanolic and aqueous residue) isolated from the agueous extract.

NS-P-016

EFFECT QOF SOLIDAGO CHILENSIS MEYEN EXTRACTS ON THE
PROINFLAMMATORY CYTOKINE LEVELS IN THE MOUSE
MODEL OF PLEURISY INDUCED BY CARRAGEENAN.

3. Goulart, K. L. Lang, M. 1. G. Moritz, E. P. Schenkel, T. 8. Fréde
Federal University of Santa Catarina Brazil

Objective: The present study evalvated the antiinflammatory effects of 5. chilensis rhizome
extracts in the acuie mouse model of inflammation induced by carrageenan, Methods: Non-
fasted adult Swiss mice, aged 2 months, were used throughout the experiments. Previous
studies in our laboratory showed that the best doses that inhibited the cell migration and
exudation were: aqueows extract (25mg/Kg, i.p.), or twoe fractions isclated from aqueous
extract; 1) buthanolic (25mg/Kg, i.p.) or 2) aqueous residue (50mg/Kg, i.p.) administered
0.5 h before pleurisy induction, These doses and time of pretreatment were used to analyze
the inflammatory parameters (leukocytes, exadation, tumor necrosis factor alpha (TNFa),
interleukin-1-beta (IL-1b), macrophage inflammatory protein-2 (MIP-2) and neutrophil
chemekine (KC) Jevels) 4 h afier the pleurisy induction by Cg (1%/cav., L.pl.). Significant
differences belween groups were determined by analysis of variance (ANOVA) or
Student’s 1 test. Values of P<;0.05 were considered significant. Results: The extracts
inhibited leukocyles (P<;0.01), neutrophils (P<;0.01), TNFa (P<;0.05), IL-1b (P<;0.05)
und MIP-2 levels (P<;0.05). Only the aqueous extract decreased the exudation (P<;0.01},
The extracts studied did not change the mononuclear cell influx or KC levels in the mouse
made] of pleurisy induced by Cg (P>;0.05). Conclusions: These results demonstrate that
the rhizome extracts of S. chilensis have an important antiinflammatory effect, inhibiting
leukocytes due 1o neutrophil influx, This effect seems to be related Lo the inhibition of the
proinflammatory cytokine levels: TNFa, IL-1b and MIP-2, have an impertant rele in the
leukocyte chemotaxis,

STUDY OF ANTOINFLAMMATORY EFFECT OF SOLIDAGO
CHILENSIS MEYEN AQUEOQUS EXTRACTS IN TW0O MODELS OF
INFLAMMATION, IN MICE.

R. De Liz, 8. Goulart, K. L. Lang, M.I.G. Moritz, E. P. Schenkel, T. 8, Frode
Universidade Federal de Santa Catarina Brazil

Objective: To evaluate the effects of Solidago chilensis aqueous extracts (Ae) on the
following inflammatory parameters Jeukocyte, neutrophils, mononuclears and exudation,
induced by Cg in pleurisy and air pouch mouse models.

Methaods: The rhizomes of S, chilensis were collected in Caibi, Santa Catarina, Brazil, in
March of 2005. The pleurisy was induced by 0,1ml of carrageenan (Cg 1%) administered
by intrapleural route as described by Saleh et al., 1996. The inflammatory parameters
(leukocyte, neutrophils, mononuclears and exudation) were analyzed 4h after. In the air
pouch, different groups of animals received 1.5ml of air by three alternate days for air
pouch formation and on the sixth day, the inflammation was induced by 0,5ml of Cg
(1%/cav,) administered by subcutaneous route same as described by Schramm et al., 2000.
The same parameters were analyzed 24h after, In both models Ae (10-200mg/kg) was
administered by intraperitoneal route 0.5h before the Cg. To study the exudation, 0,2ml of
Evans blue dye (25mg/kg) was administered by the intravenous route 1h before the Cg.
Significant differences between groups were determined by analysis of varisnce
(ANOVA), or by Dunnett's or Student's t tests.

Results: In the pleurisy indi.lm:d by Cg, the Ae iﬁhibitcd leukocyte migration (P<;0.01),
neutrophils (P<;0.05) and qxudation (P<;0.05). In the air pouch the Ae inhibited leukocyte
migration (P<;0.01}, neutrophils (P<;0,01) and exudation (P<;0.05).

Conclusions: These results demonstrate that Solidago chilensis aqueous extract had a
similar antiinflammatery effect on bath studied models, in mice, The observed effect was
pronounced in relatien to cell migration and exudation.
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NS-P-017

COMPARATIVE STUDY OF ANTIINFLAMMATORY EFFECT OF
PASSIFLORA EDULIS VARIATIONS FLAVICARPA AND GLYCINE
MAX (L.) IN TEE MOUSE ATR POUCH MODEL,

R. De Liz, J, P. Benincd, M. C. R. Hilmann, F, T.-Maraskis, E. P. Schenkel, T.
S. Fride
Universidade Federal de Santa Catarina Brazil

Objectives: To analyze and compare the antiinflammmatory effects of Passiflora edulis of
the type fuvicarpa (Pe) and Glyeine max (L) (Gm), in an acute mode] of the mouse air
pouch (ap).

Methods: The agueows extracts and the butanolic fraction from both Pe and Gm were
obtained from the leaves and were administered by intraperitonesl (i.p,) route, in the ap,
graups of animuls received 1.5 mL of air for 3 alternate days in order to provoke air pouch
formation, and on the sixth day, the inflammation was induced by carrageenan {(Cg 1%
0.5ml/cav.). The fnl]dwing inflammatory parumeters (levkoeyte influx, neutrophils,
moncnuclears ang exuvdation} were analyzed 24h after, Dexamethasone (Dexa: 0.5mg/kg,
1.p.) was also included in this protocol. Statistical differences between groups were
determined by analysis of varignce (ANOVA) and complemented with either Dunnelt’s ar
Student’s t tests,

Resulis: Pe was effective in inhibiting the air pouch leukocyte influx and neutrophils
(P<;0.05) in the inflammation inducegl by Cg. The butanolic fraction of Pe administered
0.5h hefare Cg was alio etfective in inhibiing the leukoeyte influx and neutrophils
(P«;0.05), The agueous extract, a5 well as the butanolic fruction of Gm, were not effective
in inhibiting the same studied inflammatory parameters (P>;0.05). The Dexa also inkibited
the i=ukocyte levels, newrophils, mononuclesys and exodation.

Conclusion: Take’n together; these results provide evidence of the antiinflammatary effects
of the Passiflora edulis variation flavicarpa, but not the variation Glycine max (L.), in the
mouse mode! of the uir pouch,
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