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3. ANTIACIDOS E MEDICAMENTOS COM ACAO
NO SISTEMA GASTROINTESTINAL - 2014

compare com a ista antiga:

Hioseins 10 g () Bromoprida 10 mg. (M)

Omeprazol 10, 20 mg.(M) A

rmoo20me - Domperidona 10 mg (I)
Esomeprazol 20 mg (1)

Hioscina 10 mg. (I)

Lanzoprazol (I)

Metoclopramida 10 mg. (I)
Omeprazol 10, 20 mg.(M)
Pantoprazol 20 mg (I)

Ranitidina 150 mg.(I) , 300 mg.(M)

_ Simeticona (I) .
Exercicio. Montar uma tabela com os dados abaixo:

Classe terap€utica — mecanismo de acao — colaterais - alternativa


http://www.uff.br/farmaciauniversitaria/index.php/medicamentos

Farmacologia
da DOENCA ACIDO-PEPTICA



aumento dos fatores agressores

endogenos: acido cloridrico

pepsina
sais biliares

exogenos. ¢ helicobacter pylori
® aspirina e outros
¢ antiinflamatdrios
nao-esterodides
e alcool
e fumo

FUCHS, 2004
Farmacologia Clinica

reducao dos fatores defensivos

extracelulares: secre¢ado de muco
e bicarbonato

epiteliais: higrofobicidade e
rapida renovagao das
células epiteliais

subepiteliais: bicarbonato
intersticial
fluxo sangtineo
@ prostaglandinas -
sulfidrilas




Farmacologia
da DOENCA ACIDO-PEPTICA

= GASTRITE:

erro alimentar; 1rritantes diversos (incluindo
farmacos); acao da hipersecrecao gastrica, stress €/ou
por agentes infecciosos ou parasitarios.

s ULCERA PEPTICA:

expressa agressao mais intensa pelos fatores acima, sendo
mais importante o controle da a¢do do acido cloridrico e da
pepsina do suco gastrico ¢ a pesquisa da Helicobacter pylori.



CASO CLINICO - DROGAS USADAS NO TRATAMENTO DAS
DOENCAS ACIDO-PEPTICAS

O Sr. XY, 45 anos, casado, executivo, vinha apresentando
queixas de “dores de cabega - que s6 passavam com
duas aspirinas; queimagao no estbmago, azia e ma
digestao”.

Sem tempo e estressado, conversou com um amigo, que

lhe recomendou pastilhas de HIDROXIDO DE ALUMINIO
associlado com SIMETICONA.

Apesar de seguir-as suas recomendagoes, inclusive a de
Ingerir, N0 Minimo, um copo de leite a cada 2 horas, o
paciente obteve apenas alguma melhora.

Usou, entao uma nova droga, FAMOTIDINA, cujo esquema
posolégico nao recorda.

Passado algum tempo, resolveu consultar um clinico geral, que
identificou um perfil alimentar bastante comum nestes casos.



CASO CLINICO - DROGAS USADAS NO TRATAMENTO DAS
DOENCAS ACIDO-PEPTICAS

O Sr. XY, 45 anos, casado, executivo, vinha apresentando queixas de “dores de
cabega que s6 passavam com duas aspirinas, queimagao no estbmago, azia e
ma digestao”. Sem tempo e estressado, conversou com um amigo, dono de
uma farmacia proxima ao seu trabalho, que lhe recomendou pastilhas de
HIDROXIDO DE ALUMINIO associado com SIMETICONE.

Apesar de seguir as suas recomendagdes, inclusive a de ingerir, no minimo, um
copo de leite a cada 2 horas, o paciente obteve apenas alguma melhora.
Usou, entao um novo medicamento, FAMOTIDINA, cujo esquema posolégico
nao recorda. Passado algum tempo, resolveu consultar um clinico geral, que
identificou um perfil alimentar bastante comum nestes casos.

A endoscopia digestiva alta diagnosticou a presenga de
bulbo duodenal deformado e duas ulceras em atividade,
além de confirmar a presenca de Helicobacter pylori.

O Sr. XY recebeu como prescricao uma combinagao de
antibioticos associados com OMEPRAZOL. Passadas
algumas semanas, o paciente ja se sentia melhor e
motivado em novos habitos alimentares



www.projetodiretrizes.org.br/novas diretrizes.php




Sobre a patologia — Refluxo

esofago

Esfincter esofageal
inferior aberto = refluxo

fincter esofageal
ferior fechado

r.r--*' >

\\ =" Conteldo |
R gastrico \

go

Refluxo gastroesofagico

www.medicinenet.com/peptic_ulcer/article.htm



Sobre a patologia — Refluxo -
Sintomas

Gravidade da DRGE Tratamento clinico

|

|

|

Figura 45-5 Diretrizes gerais para o tratomento clinico de doengo por refluxo gastresofdgico (DRGE). Sdo mostradas somente as medica-
gies que suprimem a produglo de dcido ou que o neutralizam. (Adaptada de Wolfe ¢ Sachs, 2000, com autorizaglo de Elsevier, Dirgitos
autorais © Elsevier.)




Farmacologia
da DOENCA ACIDO-PEPTICA

Medidas comportamentais no tratamento da DRGE

Elevacao da cabeceira da cama (15 cm)
Moderar a ingestao dos seguintes alimentos, na dependéncia da correlacao com sintomas:
gordurosos, citricos, cafe, bebidas alcodlicas, bebidas gasosas, menta, hortela, produtos a base

de tomate, chocolate

Cuidados especiais com medicamentos potencialmente “de risco”, como colinérgicos, teofilina,
bloqueadores de canal de calcio, alendronato

Evitar deitar-se nas duas horas posteriores as refeicoes

Evitar refeicoes copiosas

Suspensao do fumo

Reducao do peso corporal em obesos

Refluxo Gastroesofagico: Diagnostico e Tratamento
Projeto Diretrizes, 2003




Indigestao

Considerar

- coracado

- figado

- vesicula biliar

<55

Lidar como dispepsia funcional

www.worldgastroenterology.org/assets/downloads/pt/pdf/guidelines/helicoba
cter pylori developing countries pt.pdf 2006




Farmacologia

Medicamentos empregados na DRGE

Classe

Antiacidos ou alcalinos

Substancia

Hidroxido de aluminio
Hidroxido de magnésio

Dose Plena Diaria

Variavel, a depender da
concentracao dos
componentes

Bloqueadores dos
receptores HZ da histamina

Cimetidina
Ranitidina
Famotidina
Nizatidina

800mg
300mg
40mg

300mg

Inibidores da bomba protonica

Omeprazol
Lansoprazol
Pantoprazol
Rabeprazol
Esomeprazol

20mg
30mg
40mg
20mg
40mg

Procinéticos

ST
Domperidona
Metoclopramida

sromoprida

15-30mg

30mg

30mg
mg

Refluxo Gastroesofagico: Diagnostico e Tratamento
Projeto Diretrizes, 2003




Tratamento farmacologico da ULCERA PEPTICA

Mechanisms Use
H2-receptor antagonists (cimetidine, ~ Acid inhibition H pylori-negative peptic ulcer; replaced by PPI because of inferiority in acid
ranitidine, famotidine, nizatidine, sUppression
roxatidine)
PPI (omeprazole, pantoprazole, Most potent acid inhibition Standard treatment for all H pylori-negative peptic ulcers; prevention of
lansoprazole, rabeprazole, esomeprazole) NSAID or aspirin ulcers; essential component in eradication regimen; given

intravenously in bleeding ulcers
Prostaglandin analogues* (misoprostol)  Increase mucosal resistance; weak  H pylori-negative gastric ulcer; prevention of NSAID ulcers
acid inhibition
Hpylori eradication regimens (PPl plustwo  Cure of H pylori infection Standard therapy in all H pylori-positive ulcers
antibiotics)

Bismuth salts (subcitrate, subsalicylate) ~ Weak antibacterial effect; increase  In quadruple therapy for H pylori eradication
of mucosal prostaglandin synthesis

Several mucosal protectives used in some countries (ie, sucralfate, rebamipide, and others) do not have sufficient trial documentation to be included in the efficacy
comparisonwith the listed standard therapies. PPI=proton-pump inhibitor. NSAID=non-steroidal anti-inflammatory drug. *Contraindicated in pregnancy.

Table1: Classes of drugs with proven effect on healing of peptic ulcer
www.thelancet.com Published online August 14, 2009




QUADRO 52.3 ESQUEMAS DE ADMINISTRACAO DE FARMACOS USADOS COMO ANTIULCEROSOS.

Dose Intervalo Duragiio
“Agente (mg ou ug) Via (horas) Hor4rio (semanas/meses
Cimetidina 800 (UD) oral 24 noturno 4-3
400 (UG) oral 12 manh e ao deilar 4-8
400 (M) oral 24 noturno 6/12¢
Ranitidina 300 oral 24 noturno 4-8
150 (M) oral 24 noturno 6/12}
Famotidina 40 oral 24 noturno 4-8
20(M) oral 24 noturno b/12*
Nizatidina 300 oral 24 noturno 4.8
) 150 (M) oral 7 noturno 122
Omeprazol - 20(UD) oral 24 manh l
| 30 (UG) oral 24 manhi 6-8
Sucralfato 1.000 (UD) oral — I hartes das 4-§
| 3 refeigGes e
a0 deitar
1.000 (M) oral 12 L 12
Misoprostol 2000 oral 6 junto s refeicdes 4-8
Bismuto coloidal 120 ~ oral — apds 3 refeicdes ¢ 2
(citrato) . ao deitar
Metronidazol 250 oral 3 2
Tetraciclina 500 oral 6 FUCHS, 2004 2
Amoxiciling ,5]28 oral ?2 Farmacologia Clinica 2



CASO CLINICO - DROGAS USADAS NO TRATAMENTO DAS
DOENCAS ACIDO-PEPTICAS

O Sr. XY, 45 anos, casado, executivo, vinha apresentando queixas de “dores de
cabega que s6 passavam com duas aspirinas, queimagao no estbmago, azia e
ma digestao”. Sem tempo e estressado, conversou com um amigo, dono de
uma farmacia proxima ao seu trabalho, que lhe recomendou pastilhas de
HIDROXIDO DE ALUMINIO associado com SIMETICONE.

Apesar de seguir as suas recomendacoes, inclusive a de ingerir, no
minimo, um copo de leite a cada 2 horas, o paciente obteve apenas
alguma melhora. Usou, entdao um novo medicamento, OMEPRAZOL,
cujo esquema posologico nao recorda. Passado algum tempo,
resolveu consultar um clinico geral, que identificou um perfil
alimentar bastante comum nestes casos.

A endoscopia digestiva alta diagnosticou a presenga de bulbo duodenal
deformado e duas ulceras em atividade, além de confirmar a
presenca de Helicobacter pylori.

O Sr. XY recebeu como prescrigdo uma combinacao de antibioticos
associados com FAMOTIDINA. Passadas algumas semanas, o paciente
ja se sentia melhor e motivado em novos habitos alimentares



prescricao




Farmacologia
da DOENCA ACIDO-PEPTICA

1 - ANTIACIDOS

2 - DROGAS ANTI-SECRETORAS DE
ACIDO GASTRICO

3 - AGENTES PROTETORES DA MUCOSA



Acid neutralization 1- ANTIACIDOS:

HIDROXIDO DE MAGNESIO,
TRISSILICATO DE MAGNESIO,
HIDROXIDO DE ALUMINIO;
CARBONATO DE CALCIO,
BICARBONATO DE SODIO.

1) Neutralizam o HCI —
aumentam pH — inibem a
atividade da pepsina (no pH 5).

2) Adsorvem a pepsina.

m Antiacido de alivio.

» Antidiarréico ou anticonstipante
conforme a composicao




Antacids
not absorbable

CaCOs

Mg(OH)2
AllOH)3

absorbable 1 - ANTIACIDOS:

HIDROXIDO DE MAGNESIO,
NaHCO5 TRISSILICATO DE MAGNESIO,
HIDROXIDO DE ALUMINIO;
CARBONATO DE CALCIO,
BICARBONATO DE SODIO.

horario.

Aluminio: constipac¢io;
quelacao de fosfato (fraqueza, mal estar

anorexia), ferro e acido folico;
D. de Alzheimer (?).

Magnésio: diarréia;
Wl 2 cimulo na IRC.

M Bicarbonato: formam CO, e risco de
7 -" Malcalose sistémica; sobrecarga de Na+

= N + HG
- el Carbonato de calcio: constipacao.



1 - ANTIACIDOS :

Interaciao com outros farmacos = usa-los 1 h depois (ou 2 h antes) de
outras drogas.

MAGNESIO: laxante; ALUMINIO: constipante. Reaciio quimica = gases.
BICARBONATO DE SODIO.

CARBONATO DE CALCIO -

(15% do Ca"" administrado é absorvido, causando hipercalcemia transitoria)

No passado, associacio com leite = SINDROME LEITE - ALCALI

!

Hipercalcemia— | secrecao de PTH — retencao de
fosfato — precipitacao de sais de Ca™ nos rins e
insuficiéncia renal



2 - DROGAS ANTI-SECRETORAS DE ACIDO GASTRICO:

2.1. ANTIHISTAMINICOS H2:
CIMETIDINA, RANITIDINA, FAMOTIDINA, NIZATIDINA

2.2. ANTIMUSCARINICOS:
PIRENZEPINA, TELENZEPINA

2.3. INIBIDORES DA BOMBA DE PROTONS:
OMEPRAZOL, PANTO-, LANZO-, RABE- ESOME- ...

2.4. ANTIDEPRESSIVOS TRICICLICOS



Gastrina Histamina

]

=1 Anti-M Anti-H,

Z
ATP-ase H

Omeprazol

H+

Fig. 64.1 Diagrama esquemdtico do contro.c hormonai e farmacolégico da se-
cregiio de fons hidrogénio pela célula pa-i=tal géstrica. (Ani.i-M = agentes
antimuscarfnicos; anti-H, = drogas bloqueadoras dos receptores de histamina
H,.) Processos mtracelulares ainda ndo elucidados por completo (pontos de in-

ter.rogag:ao)




2.1. ANTI-HISTAMINICOS H2:

H{: J/\/ NHz

Histamine
(imidazole ring)

Famotidine
(thiazole ring)

M
Cimetidine H o
(imidazole ring) N J/\ N
—N fs I HN.__

i

Nizatidine
(thiazole ring)
Ranitidine
(furan ring)




2.1. ANTI-HISTAMINICOS H2:

m: Inibicao competitiva;
¥ 90% a secrecao basal de acido e a
estimulacao por alimento.

-m: desde os anos 70.
Doses. Horario.

Gastrina ACh Histamina

. (] ]

tatina? C—1 Anti-M Anti-H,

K

IR Omeprazol
Hf

Fig. 64.1 Diagrama esquemético do contro.c hormonai e farmacolégico da se-



QUADRO 52.3 ESQUEMAS DE ADMINISTRACAO DE FARMACOS USADOS COMO ANTIULCEROSOS.

Dose Intervalo Duragiio
“Agente (mg ou ug) Via (horas) Hor4rio (semanas/meses
Cimetidina 800 (UD) oral 24 noturno 4-3
400 (UG) oral 12 manh e ao deilar 4-8
400 (M) oral 24 noturno 6/12¢
Ranitidina 300 oral 24 noturno 4-8
150 (M) oral 24 noturno 6/12}
Famotidina 40 oral 24 noturno 4-8
20(M) oral 24 noturno b/12*
Nizatidina 300 oral 24 noturno 4.8
) 150 (M) oral 7 noturno 122
Omeprazol - 20(UD) oral 24 manh l
| 30 (UG) oral 24 manhi 6-8
Sucralfato 1.000 (UD) oral — I hartes das 4-§
| 3 refeigGes e
a0 deitar
1.000 (M) oral 12 L 12
Misoprostol 2000 oral 6 junto s refeicdes 4-8
Bismuto coloidal 120 ~ oral — apds 3 refeicdes ¢ 2
(citrato) . ao deitar
Metronidazol 250 oral 3 2
Tetraciclina 500 oral 6 FUCHS, 2004 2
Amoxiciling ,5]28 oral ?2 Farmacologia Clinica 2



Farmacocinética dos anti-histaminicos H2

Biodisponibilidade do Concentracao Meia- Ligacdoa Excrecgdo
Farmaco (%) maxima (horas) vida proteina renal
(Goodman) (horas) (%) (%)
Cimetidina  58-59 (80) 0,75-1,5 1-3 13-30 60-85
Famotidina  40-50 (40) 1-3 2,5-4 15-20 65-70
Nizatidina 70-90 (>90) 0,5-3 1-2 35 60
Ranitidina 39-88 (50) 2-3 2-3 15 68-79

v'Absorcao rapida: [ ] sérica maxima em 1-3 h
v'travessam barreira placentaria e leite materno

v'Biotransformacao hepatica <10% até 35%
v'Meia vida de eliminacao de até 3 horas.
v'Excrecao renal: farmaco ativo € metabolitos.



2 - DROGAS ANTI-SECRETORAS DE ACIDO GASTRICO:
2.1. ANTI-HISTAMINICOS H2:

efeitos colaterais

CIMETIDINA:
s estado confusional em idosos;

0 (homens: ginecomastia e impoténia; ma
formacao de feto masculino se usado pela gestante);

= hiperprolactinemia e ginecomastia;

r = retarda o
metabolismo hepatico de outras drogas, ex: estrogénio, warfarina,
teofilina, diazepam e fenitoina.

RANITIDINA e FAMOTIDINA:
m cefaléia.

s Qutros: diarréia, tontura, dores musculares, rash cutaneo,
alteracOes hematologicas.



INTERACOES MEDICAMENTOSAS no
METABOLISMO:

Inibicao enzimatica:

inibidores (I) enzimaticos
especificos, ex. IMAO; IAChE

(anticolinesterase), IAC (Anidrase
Carbonica), IXO (xantinoxidase).

Inibidores de isoenzimas do
citocromo P 450:

cimetidina, amiodarona,

fenilbutazona, valproato de sodio,
eritromicina, 1soniazida.

outras drogas com efeito inibidor:

antidiabéticos, alopurinol, anestésicos,
anticoncepcionais, antimicoticos,
anticolinesterasicos, clofibrato,
cloranfenicol, estrogenos, PAS,
sulfonamidas, DPH, dissulfiram, bis-
hidroxicumarina, inseticidas
fluorofosforados, quinacrina.

Inducao enzimatica:

alcool etilico, nicotina;

GC,, imipramina, meprobamato,
clordiazepoxido, sedativos,
hipnoticos, fenobarbital,
anestésicos, fenacetina,
griseofulvina, niquetamina,
testosterona, rifampicina,
fenitoina, valproato de sodio,
eritromicina.

CarCinégenOS (ex benzopireno do C1ZArTo)

DDT, inseticidas clorados e
halogenados, pesticidas

Hansten, Intera¢des de Drogas



Isoenzima

Interacoes no metabolismo hepatico

Farmacos

Farmacos inibidores

Farmacos

Omeprazol

—

biotransformados indutores
Amtriptilina; Imipramina Clmetldina Fenitoina
Clomipramina i . Fenobarbital
Ciprofloxacina
Paracetamol o Omeprazol
) Diltiazen
Clozapina :
.. . Fluvoxamina
Etinilestradiol .
) Fluoxetina
Fluvoxamina )
Norfloxacina
Propranolol ) .
. Paroxetina; Sertralina
Teofilina . ..
. Ticlopidina
Varfarina :
Verapamil
Amitriptilina Amiodarona Fenobarbital
CYP2C9/2C10 |Celecoxib Cimetidina Rifampicina
Diclofenaco; Ibuprofeno
., Fluconazol
Fenitoina . .
Fluvastatina; Lovastatina
Montelucast .
.. Metronidazol
Naproxeno; Piroxicam .
. . Paroxetina
Rosiglitazona : :
Sildenafila e
Tamoxifeno S L
Zafirlucast
Diazepan Cetoconazol Fenitoina
CYP2C18/2C19|Fenitoina Fluoxetina Fenobarbital
Imipramina Fluvoxamina
Lansoprazol OMPEPRAZOL




Table 48-1 Drugs Associated with Erectile Dysfunction

Thiazid

Spironolactone

Antihypertensives Calcium channel blockers
Methyldopa

Clonidine

CIMETIDINA é
Cardiac/antihyperlipidemics | Digoxin . A o
emfibrozi antiandrogenico

Lithium

Monoamine oxidase inhibitors

Tranquilizers Butyrophenones

Ranitidine

Cimetidine Harrison, 2012




V. Drug-induced hypersecretion
Dopamine receptor blockers
chotics: risperidone
Drogas como causa

Atypical antipsy
de hiperprolactinemia

Phenothiazines: chlorpromazine, perphenazine

=R

Butyrophenones: haloperidol

-

Thioxanthenes
¢ domperidona (ndo usada nos EUA)

Metoclopramide
Dopamine synthesis inhibitors
z-Methyldopa
holamine depletors

_atec

Cimetidine, ranitidine

Imipramines
Amitriptyline, amoxapine

Serotonin reuptake inhibitors

Fluoxetine
Calcium channel blockers
Verapamil
o Harrison, 2012
Estrogens

TRH



2.4. INIBIDORES DA BOMBA DE PROTONS:

L -
° \
;‘ﬂ

Esomeprazole

Pantoprazole

Rabeprazole




Canaliculus )
FlH =20 '_,..-r"'.' _._._._.___._.-—" Farietal

=l
Omeprazole

I_,:"'
||

ATPE H*

Omeprazole

pH 7.1
ll [eytoplasmm)

Fresly crosses
cell membrane

Chmeprazole

M Exposed to . Reacis

M T acidic rapidhy
T ¥ anvircnment Hﬁj\n”a to form a
of parietal cell covalent
canaliculus disulfide

-E]\

Omeprazole ) ) .
(prodrug) Active Sulfenamide-H /K
sulfenamide ATPase comples

(inactive enzyms)

e




2.4. INIBIDORES DA BOMBA DE PROTONS:

OMEPRAZOL, PANTO-, LANZO-, RABE-,
| ONTO\7 | DEN

Pro-drogas, ativadas em ambiente acido
em sulfenamida. Atuam no lado
externo da membrana. = ligacao

covalente e inibicao da H+,K+
ATPase.

EFICACIA:
= Dose unica/dia inibe quase 100% a
< Y Proton pump-
secrecao de acido. inhibitors

| Variével, polimorfismo no metabolismo.
= Inicio de acao + rapido com Rabe e Lanzo.
m  Esquemas posologicos alternativos...




2 - DROGAS ANTI-SECRETORAS DE ACIDO GASTRICO:
2.4. INIBIDORES DA BOMBA DE PROTONS:

Farmacocinética:

aGranulos de desintegraciao entérica Dissolucao em pH alcalino
sRapida absor¢ao

mBiodisponibilidade 60 — 80%

m[nicio do efeito em 1h, pico em 2h

mLigacdo a Proteinas 95%

L Ha polimorfismo
genético (CYP2C19) = metabolizadores lentos e rapidos!

mExcrecao Renal. Em geral ndo necessita ajuste de dose.

sMeia vida plasmatica curta

mDurac¢do de acdo longa (>24h)



Aspectos farmacocineticos dos IBPs

Meia-vida
Ligacao as
Ptns. plasm.

Metabolismo

Eliminacao

Omeprazol
lh

95%

Lanso-

1,5h

95%

Hepatico

Renal

Esome-

1,3h

7%

Panto-

1,5h

7%



Moore et al. mostraram, em 30 lactentes de 3 a 10 meses com
diagnostico comprovado de DRGE, que o omeprazol (dose de 1,0 a 2,0
mg/kg/dia) diminui a irritabilidade e o choro sem relacdo com a

seqiiéncia de tratamento. Os autores concluiram que a irritabilidade melhorou
com o tempo € nao esteve associada a abordagem farmacoldgica para DRGE.

Apenas omeprazol ¢ lanzoprazol sio aprovados pela FDA para uso em

crianc¢as. Para menores de 1 ano, nenhum ¢ aprovado.

Embora semelhantes em sua estrutura, os IBP apresentam diferencas em relacdo ao
metabolismo. Os IBP, principalmente omeprazol, sio metabolizados em graus

variados pelo sistema enzimatico hepatico P450, especificamente pelas enzimas
CYP2C19 e CYP3A4. Aspectos importantes sobre a farmacocinética e a
farmacodinamica dos IBP referem-se ao polimorfismo genético dessas enzimas que afeta
a biotransformacao e a eliminacao plasmatica dos IBP e pode levar a grandes diferencas
na cinetica dos IBP. Individuos de metabolismo lento podem ter maior exposi¢ao apos
uma dose terapéutica e pode explicar a grande variabilidade da dose observada em
estudos com omeprazol em criancas.

Doenca do refluxo gastroesofagico .
Guimaraes EV et al. Jornal de Pediatria - Vol. 82, N°5(Supl), 2006



INIBIDORES DA BOMBA DE PROTONS:

A recent large randomised trial did not show any difference in gastric ulcer

healing between groups receiving 6SOWl€p7‘dZOl€ 40 m g
(85-7%), esomeprazole 20 mg (84-:8%), and
ranitidine (76:3%).

www.thelancet.com Published online August 14, 2009



QUADRO 52.3 ESQUEMAS DE ADMINISTRACAO DE FARMACOS USADOS COMO ANTIULCEROSOS.

Dose Intervalo Duragiio
“Agente (mg ou ug) Via (horas) Hor4rio (semanas/meses
Cimetidina 800 (UD) oral 24 noturno 4-3
400 (UG) oral 12 manh e ao deilar 4-8
400 (M) oral 24 noturno 6/12¢
Ranitidina 300 oral 24 noturno 4-8
150 (M) oral 24 noturno 6/12}
Famotidina 40 oral 24 noturno 4-8
20(M) oral 24 noturno b/12*
Nizatidina 300 oral 24 noturno 4.8
) 150 (M) oral 7 noturno 122
Omeprazol - 20(UD) oral 24 manh l
| 30 (UG) oral 24 manhi 6-8
Sucralfato 1.000 (UD) oral — I hartes das 4-§
| 3 refeigGes e
a0 deitar
1.000 (M) oral 12 L 12
Misoprostol 2000 oral 6 junto s refeicdes 4-8
Bismuto coloidal 120 ~ oral — apds 3 refeicdes ¢ 2
(citrato) . ao deitar
Metronidazol 250 oral 3 2
Tetraciclina 500 oral 6 FUCHS, 2004 2
Amoxiciling ,5]28 oral ?2 Farmacologia Clinica 2



Reacoes adversas dos IBPs

nauseas, diarréia, cefaléia, tonteira, sonoléncia,
Omeprazol erup¢ao cutanea

dor abdominal, diarréia, gastroenterite,
constipacao, artralgia, dor lombar, cefalé€ia,
Lansoprazol tonteira.

cefaléia, dor abdominal, nauseas, constipagao,
Esomeprazol prurido, urticaria, vertigem, xerostomia

dor abdominal, cefaléia, diarréia, constipacao,
prurido, angioedema, urticaria,
Pantoprazol aumento de transaminases.



putros Efeitos Colaterais dos IBPs

O omeprazol ¢ um medicamento considerado seguro.
Mas alguns colaterais foram descritos...

* elevacgao dos niveis de gastrina e polipos gastricos
* hipomagnesemia,

e deficiéncia de calcio e vitamina D,

* deficiéncia de vitamina B 12 e ferro,

* Interacoes medicamentosas,

* susceptibilidade a infec¢oes (Clostridium difficile etc.)



O uso amplo e prolongado dos IBP tem motivado investigagdes a respeito
das consequéncias da inibigdo acida gastrica sobre o trato gastrintestinal.

As principais alteragdes observadas até o momento sdo:

» eclevacao dos niveis séricos de gastrina, com normalizagao apoés
suspensao da medicacao;

» hiperplasia de células enterocromafim-like, associada a tumores
carcindides em animais, mas nao confirmada em humanos;

» polipos gastricos, de natureza benigna e com desaparecimento
apOs suspensao da droga; (devido a hipergastrinemia)

» associacao ainda nao comprovada entre hipergastrinemia ¢
adenocarcinoma colo-retal;

> gastrite atrofica;

» super crescimento bacteriano e infec¢oes (ex. Salmonella) e

» disturbios nutricionais (hipovitaminose B12).

e
3

http://www.saude.sc.gov.br/hijg/gastro/DorAbdominal AgudaCronica2009.pdf



http://www.saude.sc.gov.br/hijg/gastro/DorAbdominalAgudaCronica2009.pdf
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LESS IS MORE

Proton Pump Inhibitors and Risk for Recurrent Clostridium difficile Infection.

| . Arch Intern Med. 2010;170(9):772-778.

Os Inibidores da bomba de protons (PPls) séo supressores do acido gastnco amplamente utilizados, mas eles s&o
freqUentemente prescritos sem clara indicac&o e podem aumentar o nisco de infecgéo por Clostridium difficile (CDI). Neste
estudo, recentemente publicado na revista Archives of Internal Medicine, o objetivo fol determinar a associagéo entre o uso
de PPle o nsco de CDIrecomente.

Este estudo retrospectivo de coorte utilizando base de dados administrativos do NewEngland Veterans Healthcare System
foi realizado de 01 de outubro de 2003 até 30 de setembro de 2008. Foram identificados 1166 pacientes intemados e
ambulatonais com CDI incidente fratada com metronidazol ou vancomicina, dos quais 527 (45 2%) receberam PPls orais
dentro de 14 dias do diagnostico e 639 (54 8%) ndo. Fol detemminada a razdo de nsco (hazard ratio — HR) para CDI
recomente, definida por um achado de toxina positivo no dia 15 de 90 dias apds a CDlincidente.

A CDI recorrente fol mais comum naqueles expostos aos PPIs do que naqueles ndo expostos (25,2% vs 18,5%). Usando
metodos de sobrevivéncia proporcional de Cox, foi determinado que a HR ajustada de CDI recomente foi maior nagueles
expostos aos PPk durante o fratamento (1,42; intervalo de confianca [IC] de 95%: 1,11-1,82). Os niscos enfre 0s pacientes
expostos foram maiores entre aqueles com mais de 80 anos (HR: 1,86; IC 95%: 1,15-3,01) e aqueles recebendo antibidticos
nao direcionados para C. difficile durante o acompanhamento (HR: 1,71; C195%: 1,11-1,64).

Os autores concluiram que o uso de inibidor da bomba de préton durante o tratamento de CDI incidente foi
associado com um risco de recorréncia aumentado de 42%. Afimaram que estes achados garantem estudos
adicionais para examinar essa associagdo e uma consideragdo cuidadosa das indicagoes para prescrever PPls
durante o tratamento de CDI.

_



GC e IBPs podem causar deficiéncia de calcio e vitamina D

Calcium requirements increase among older persons;
thus, the elderly population 1s particularly susceptible to
calcium deficiency. Factors that lead to calcium deficiency
include decreased intestinal absorption of both calcium and
vitamin D and renal insufficiency that leads to decreased
activation of vitamin D. Patients with GI malabsorption,
those who are taking high-dose glucocorticoids, those who
have diminished gastric acid production (for example, with
a history of gastric_bypass, with _pernicious anemia, or
with use of proton pump inhibitors), those receiving anti-
epilepsy drugs, and even those with asymptomatic celiac
disease are particularly predisposed to calcium and vita-
min D deficiency. Consideration should be given to labora-
tory assessment of adequacy of calcium and vitamin D in
patients who are candidates for pharmacologic therapy.

AACE Postmenopausal Osteoporosis Guidelines, Endocr Pract. 2010;16(Suppl 3)
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U.S. Food &amp; Drug Administration (FDA) Date: Wed, 2 Mar 2011
Subject: Drug Information Update - Drug Safety Communication

The U.S. Food and Drug Administration (FDA) is informing the public that prescription proton
pump inhibitor (PPl) drugs may cause low serum magnesium levels (hypo-
magnesemia) if taken for prolonged periods of time (in most cases, longer than

one year). In approximately one-quarter of the cases reviewed, magnesium supplementation
alone did not improve low serum magnesium levels and the PPI had to be discontinued.

PPIs work by reducing the amount of acid in the stomach and are used to treat conditions such as
gastroesophageal reflux disease (GERD), stomach and small intestine ulcers, and inflammation of the esophagus.
In 2009, approximately 21 million patients filled PPI prescriptions at outpatient retail pharmacies in the United
States.2 Patients who take prescription PPIs usually stay on therapy for an average of about 180 days (6
months).3

Prescription PPls include Nexium (esomeprazole magnesium), Dexilant (dexlansoprazole), Prilosec (omeprazole),
Zegerid (omeprazole and sodium bicarbonate), Prevacid (lansoprazole), Protonix (pantoprazole sodium), and
AcipHex (rabeprazole sodium). Vimovo is a prescription combination drug product that contains a PPI
(esomeprazole magnesium and naproxen). Over-the-counter (OTC) PPlIs include Prilosec OTC (omeprazole),
Zegerid OTC (omeprazole and sodium bicarbonate), and Prevacid 24HR (lansoprazole).

In contrast to prescription PPIs, OTC PPls are marketed at low doses and are only intended for a 14 day course of
treatment up to 3 times per year. FDA believes that there is very little risk of hypomagnesemia when OTC PPIs
are used according to the directions on the OTC label.



AMA The Joumal of the
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Proton Pump Inhibitor and Histamine 2 Receptor
Antagonist Use and Vitamin B4, Deficiency g

Jameson B, Lam, MPH"; Jennifer L. Schneider, MPH": Wei Zhao, MPH": Douglas &. Corley, MD, PhD’

[+] Author Affiliations

December 11, 2013, Vol 310, No. 22

CONCLUSION
This study found an association between the use of PPIs and H,RAs

and a subsequent diagnosis of vitamin B, deficiency. We cannot completely exclude
residual confounding as-anexplanation for these findings, but, at minimum, the use of
these medications identifies a population at higher risk of B,,deficiency, independent of
additional risk factors. These findings for
persons with clear indications for treatment,

these medications and use the lowest
possible effective dose. These findings should inform discussions contrasting the known
benefits with the possible risks of using these medications.


http://jama.jamanetwork.com/issue.aspx?journalid=67&issueid=929436
http://jama.jamanetwork.com/issue.aspx?journalid=67&issueid=929436

Interagies farmacoldgicas

dos IBPs



1.5. Department of Health & Human Services £ www.hhs.gov

m U.S. Food and Drug Administration A-Z Index Search | foc;

Home | Food | Drugs | Medical Devices | Yaccines, Blood & Biologics | Amimal & Veterinary | Cosmetics | Radiation-Emitting Products | Tobacco Products

Drugﬁ Share & Email this page &2 Printthis page 5 Change Font Size =

Home = Drues = Drug Safety and Availability = Postmarket Drug Safety Information for Patients and Providers

Information for Healthcare Professionals: Update to the
R S et P el eey labeling of Clopidogrel Bisulfate (marketed as Plavix) to

?;‘.fﬂ"r]uafiﬂg::r Patients alert healthcare professionals about a drug interaction
. with omeprazole (marketed as Prilosec and Prilosec OTC)
Drug Safety Information for
Healthcare Professionals [11/17/2009]

Communications about FDA i1s alerting the public to new safety information concerning an interaction between

Ongoing Safety Reviews clopidogrel (Plavix), an anti-clotting medication, and omeprazole (Prilosec/Prilosec OTC), a proton

pump inhibitor (PPI) used to reduce stomach acid. New data show that when clopidogrel and

omeprazole are taken together, the effectiveness of clopidogrel is reduced. Patients at risk for

heart attacks or strokes who use clopidogrel to prevent blood clots will not get the full effect of

Healthcare Professional Sheets this medicine if they are also taking omeprazole. The updated label for clopidogrel will contain
details of new studies submitted by Sanofi-Aventis and Bristol-Myers Squibb, the manufacturer
of Plavix {clopidogrel).

Early Communications About
Ongoing Safety Reviews

Omeprazole inhibits the drug metabolizing enzyme (CYP2C19) which is responsible for the
conversion of clopidogrel into its active form (active metabolite). The new studies compared the
amount of clopidogrel's active metabolite in the blood and its effect on platelets {anti-clotting
effect) in people who took clopidogrel plus omeprazole versus those who took clopidogrel alone.
A reduction in active metabolite levels of about 45% was found in people who received
clopidogrel with omeprazole compared to those taking clopidogrel alone. The effect of clopidogrel
on platelets was reduced by as much as 47% in people receiving clopidogrel and omeprazole
together. These reductions were seen whether the drugs were given at the same time or 12

http://www.fda.gov/Drugs/DrugSafety/PostmarketDrugSafetyInformationforPatientsandProviders
/DrugSafetyInformationforHeathcareProfessionals/ucm190787.htm




Considerations for Healthcare Professionals NﬁO usar

* The concomitant use of omeprazole and clopidogrel should be avoided b Fl l
on clopidogrel's active metabolite levels and anti-clotting activity. Patie uconazo
attacks or strokes, who are given clopidogrel to prevent blood clots, m3 .
protective anti-clotting effect if they also take prescription omeprazole Fluoxetlna

Prilosec OTC).

Separating the dose of clopidogrel and omeprazole in time will not reduct

Other drugs that should be avoided in combination with clopidogrel because they may have a
similar interaction include: esomeprazole (Nexium), cimetidine (which is available by
prescription Tagamet and OTC as Tagamet HB), fluconazole (Diflucan), ketoconazole (Mizoral),
voriconazole (WVFEND), etravirine (Intelence), felbamate (Felbatol), fluoxetine (Prozac,
Serafem, Symbyax), fluvoxamine (Luvox), and ticlopidine (Ticlid).

At this time FDA drug interactions between
clopidogrel and PPIs other than omeprazole and esomeprazole to make specific
recommendations about their co-administration. Healthcare professionals and patients should
consider all treatment options carefully before beginning therap

There 15 no evidence that other drugs that reduce stomach acid, such as most H2 blockers
ranitidine {Zantac), famotidine (Pepcid), nizatidine (Axid), except cimetidine {Tagamet and
Tagamet HB - a CYP2C19 inhibitor) or antacids interfere with the anti-clotting activity of
clopidogrel. Ranitidine and famotidine are available by prescription and OTC to relieve and
prevent heartburn and antacids are available OTC to relieve heartburn.

Talk with your patients about the OTC medicines they take. Be aware that patients may be
taking non prescription forms omeprazole and cimetidine.

FDA will continue to investigate other drug interactions with cloj Pode usar
this issue at the next meeting of FDA's Drug Safety Oversight Bt I
will communicate any further recommendations or conclusions o (famO)Ranltldlna

available.

http://www.fda.gov/Drugs/DrugSafety/PostmarketDrugSafety (deslanz)Panto-prazol
/DrugSafetyInformationforHeathcareProfessionals/ucm190787.htm




CHARISMA: CYP2C19 variant effects on clopidogrel response unclear. 9 October 2009

Results from the CHARISMA Genomics Substudy failed to establish a clear relationship of the
CYP2C19 genetic variant previously linked to clopidogrel response with outcomes in stable cardiovascular
disease patients treated with the drug.

Although the study showed patients homozygous for the CYP2C19*2 variant who
were treated with clopidogrel had an increased risk for ischemic events compared with
patients homozygous for the more common, normal wild-type (WT) version of

CYC2C19, a marked, albeit nonsignificant, increase in this risk was also observed in *2/*2 homozygotes
in the placebo arm.

The CHARISMA (Clopidogrel for High Atherothrombotic Risk and Ischemic Stabilization,
Management, and Avoidance) Genomics Substudy aimed to determine the effect of CYP2C19
polymorphisms on cardiovascular death, MI, and stroke in stable cardiovascular disease patients randomly
assigned to receive treatment with clopidogrel or placebo.

Polymorphisms in the CYP2C19 allele, which encodes the enzyme that

metabolizes clopidogrel into its active form, are thought to influence the efficacy of the
drug. The CYP2C19*2 loss-of-function variant in particular has previously been associated with
a reduction in clopidogrel efficacy and increased ischemic events.

To investigate this further, a subset (n=4862) of the over 15,000-patient population in
CHARISMA who gave consent were genotyped for the CYPC19*2, *3, and *17 alleles.

Investigator Deepak Bhatt (Brigham and Women’s Hospital, Boston, Massachusetts, USA) reported the
findings at the Cardiovascular Research Foundation’s annual Transcatheter Cardiovascular Therapeutics
meeting held in San Francisco, California, USA.


http://www.tctconference.com/2009/
http://www.tctconference.com/2009/
http://www.tctconference.com/2009/
http://www.tctconference.com/2009/
http://www.tctconference.com/2009/
http://www.tctconference.com/2009/
http://www.tctconference.com/2009/
http://www.tctconference.com/2009/
http://www.tctconference.com/2009/
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INTERACOES MEDICAMENTOSAS
ALIMENTOS ALTERAM a ABSORCAO de:

RETARDANDO:

amoxacilina sulfanilamida
cefalexina sulfadiazina

Y cefradine sulfametoxina
sulfisoxazol sulfametoxipiridazina
cefaclor metronidazol
cimetidina ion potassio

aspirina
acetaminofen
digoxina
furosemida

indoprofeno
ASA

Obs: Pouco se sabe sobre os componentes especificos dos alimentos que retardam a

absor¢do de drogas. Quanto ao acetaminofeno, parece ser a pectina.

DIMINUINDO:

penicilina Ge V rifampicina
ampicilina 1soniazida
amoxacilina Omeprazol
tetraciclina aspirina
captopril etanol

fenobarbital
levo e metildopa
Azitromicina
Tiroxina
prometazina




1.

2
3.

INTERACOES MEDICAMENTOSAS
ALIMENTOS REDUZEM a ABSORCAO de:

Azitromicina
Captopril
Tetraciclina
Tiroxina
Omeprazol

Alguns mecanismos descritos:
leite e derivados provocam a formagao de complexo/quelato da droga com o

calcio.

. cha, café e frutas, contém acido tanico = precipitagcao da farmaco.

alimentos ricos em proteinas fazem competicao com aminoacidos na

absorcao.



Farmacologia da DOENCA ACIDO-PEPTICA

3 - AGENTES
PROTETORES DA MUCOSA



Farmacologia da DOENCA ACIDO-PEPTICA
3 - AGENTES PROTETORES DA MUCOSA:

3.1. SUCRALFATO ou sulfato aluminio de sacarose:
dissacarideo sulfatado sintético

3.2. BISMUTO COLOIDAL:

3.3. CARBENOXOLONA

3.4. ANALOGO DAS PROSTAGLANDINAS:
Misoprostol



Mechanisms Use

H2-receptor antagonists (cimetidine, ~ Acid inhibition H pylori-neqative peptic ulcer; replaced by PPI because of inferiority i acid
ranitidine, famotidine, nizatidine, suppression

roxatidine)

PPl (omeprazole, pantoprazole, Most potent acid inhibition Standard treatment for all H pylori-negative peptic ulcers; prevention of
lansoprazole, rabeprazole, esomeprazole) NSAID or aspirin ulcers; essential component in eradication regimen; given

intravenously in bleeding ulcers
Prostaglandin analogues* (misoprostol)  Increase mucosal resistance; weak H pylori-negative gastric ulcer; prevention of NSAID ulcers
acid inhibition
Hpylori eradication regimens (PPl plustwo - Cure of Hpylori infection Standard therapy in all H pylori-positive ulcers
antibiotics)

Bismuth salts (subcitrate, subsalicylate) ~ Weak antibacterial effect; increase  In quadruple therapy for H pylori eradication
of mucosal prostaglandin synthesis

Several mucosal protectives used in some countries (ie, sucralfate, rebamipide, and others) do not have sufficient trial documentation to be included in the efficacy

comparisonwith the listed standard therapies. PPI=proton-pump inhibitor. NSAID=non-steroidal anti-inflammatory drug. *Contraindicated in pregnancy.

Table1: Classes of drugs with proven effect on healing of peptic ulcer
www.thelancet.com Published online August 14, 2009




Farmacologia da DOENCA ACIDO-PEPTICA
3 - AGENTES PROTETORES DA MUCOSA:

3.1. SUCRALFATO ou sulfato Aluminio de sacarose:
dissacarideo sulfatado sintético

A PGL, muco e bicarbonato.

Na presenca de H" forma uma camada sobre a
mucosa lesada, impedindo a acao agressiva acido-
péptica e sais biliares.

Dose 1g, 4 x dia, antes das refeicoes.

, Dose ~ Intervalo Duragdo
“Agente (mg ou ng) i (horas) Hor4rio (semanas/meses’

Sucralfqlo 1.000 (UD) — I h-arles das 4-8

3 refeicdes e
ao deitar

1,000 (M)



Farmacologia da DOENCA ACIDO-PEPTICA

CHEDR Sucralfate
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Cross-linking
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—-—

Coating of
mucosal
defects




Farmacologia da DOENCA ACIDO-PEPTICA
3 - AGENTES PROTETORES DA MUCOSA:

3.2. BISMUTO COLOIDAL:

Combina-se com GLICOPROTEINAS do muco formando
uma barreira que recobre a ulcera;

Pode estimular produciao de muco e PGE2
Acao contra H. pylori. Poucos efeitos colaterais.

Citrato de BISMUTO Ranitidina: coadjuvante de ATB
contra H. pylori.

1 Dose ~ Intervalo Duragéo
“Agente (mg ou pug) ' (horas) Horério (semanas/meses

Bismuto coloidal 20 - — ap6s 3 refeicdes e 2

(cilrato) | B a0 deitar




Mechanisms Use

H2-receptor antagonists (cimetidine, ~ Acid inhibition H pylori-neqative peptic ulcer; replaced by PPI because of inferiority i acid
ranitidine, famotidine, nizatidine, suppression

roxatidine)

PPl (omeprazole, pantoprazole, Most potent acid inhibition Standard treatment for all H pylori-negative peptic ulcers; prevention of
lansoprazole, rabeprazole, esomeprazole) NSAID or aspirin ulcers; essential component in eradication regimen; given

intravenously in bleeding ulcers
Prostaglandin analogues* (misoprostol)  Increase mucosal resistance; weak H pylori-negative gastric ulcer; prevention of NSAID ulcers
acid inhibition
Hpylori eradication regimens (PPl plustwo - Cure of Hpylori infection Standard therapy in all H pylori-positive ulcers
antibiotics)

Bismuth salts (subcitrate, subsalicylate) ~ Weak antibacterial effect; increase  In quadruple therapy for H pylori eradication

of mucosal prostaglandin synthesis

Several mucosal protectives used in some countries (ie, sucralfate, rebamipide, and others) do not have sufficient trial documentation to be included in the efficacy
comparisonwith the listed standard therapies. PPI=proton-pump inhibitor. NSAID=non-steroidal anti-inflammatory drug. *Contraindicated in pregnancy.

Table1: Classes of drugs with proven effect on healing of peptic ulcer
www.thelancet.com Published online August 14, 2009




QUADRO 52.2 ESQUEMAS PROPOSTOS PARA LRRADICACAO
DO HELICOBACTER PYLORP.

Associagio Doses Intervalos ~ Duragio .
Antimicrobiana® (mg) (vezes/dia)® (dias)

Bismuto coloidal ‘
(citrato) 120 10

$

Tetraciclina 500 g
+

Metronidazol 250 -» 500 4 (2) 310
e

¢ Amoxicilina 500 Av00 3(2) 310
H

® Claritromicina 2503 Soo 3L - P

*Mais omeprazol, 20 mg, 2 vezes ao dia, ds refeigoes, por 10 dias; ou ranitidina, 300 mg,
dose unica, ao deitar
*Junto as refeigdes e ao deitar.




Farmacologia da DOENCA ACIDO-PEPTICA

3 - AGENTES PROTETORES DA MUCOSA:
3.4. ANALOGO DAS PROSTAGLANDINAS: Misoprostol

Mucus *

Prostaglandin
0 receptor

0OCH;

Misoprostol




Mechanisms Use

H2-receptor antagonists (cimetidine, ~ Acid inhibition H pylori-neqative peptic ulcer; replaced by PPI because of inferiority i acid
ranitidine, famotidine, nizatidine, suppression

roxatidine)

PPl (omeprazole, pantoprazole, Most potent acid inhibition Standard treatment for all H pylori-negative peptic ulcers; prevention of
lansoprazole, rabeprazole, esomeprazole) NSAID or aspirin ulcers; essential component in eradication regimen; given

intravenously in bleeding ulcers

Prostaglandin analogues* (misoprostol)  Increase mucosal resistance; weak H pylori-negative gastric ulcer; prevention of NSAID ulcers

acid inhibition

pylori eradication regimens (PPl plustwo  Cure of Hpylorf infection tandard therapy in all H pylori-positive ulcers
antibiotics)

Bismuth salts (subcitrate, subsalicylate) ~ Weak antibacterial effect; increase  In quadruple therapy for H pylori eradication
of mucosal prostaglandin synthesis

Several mucosal protectives used in some countries (ie, sucralfate, rebamipide, and others) do not have sufficient trial documentation to be included in the efficacy
comparisonwith the listed standard therapies. PPI=proton-pump inhibitor. NSAID=non-steroidal anti-inflammatory drug. *Contraindicated in pregnancy.

Table1: Classes of drugs with proven effect on healing of peptic ulcer
www.thelancet.com Published online August 14, 2009




3 4. ANALOGO DAS PROSTAGLANDINAS: Misoprostol
receptor antagonists 1n

preventing gastric but not duodenal ulcers.

PPIs have no advantage over misoprostol in reducing the risk of

gastric ulcers.

Patients with high cardiovascular risk should start or continue to receive
prophylactic low-dose aspirin, and full-dose naproxen is the preferred NSAID.

1s recommended since
naproxen plus low-dose aspirin will substantially increase risk of
ulcer complications even without other gastrointestinal risk
factors. www.thelancet.com Published online August 14, 2009

Dose - Interval | Durecio

Mioprostl il b Junio & efeies 4



Cytotec® (Misoprostol) ATUALIZACAO DE BULA

Problema: ¢ contra-indicado para gravidas que fazem o uso deste
para reduzir o risco de ulceras estomacais induzidas por
antiinflamatorios nao esteroides (AINES). Esta droga ¢ conhecida
pelos obstetras € ginecologistas por induzir o trabalho de parto
quando associado com mifepristona, induz ao aborto na gravidez de
49 dias ou menos e ruptura uterina.

Medida Reguladora: Requereu-se a inclusdo de informagdes nas
bulas, nos itens de CONTRA-INDICACOES e PRECAUCOES do
medicamento Cytotec® (Misoprostol).

Fonte: FDA Medwatch - Important safety information, 17/04/2002.
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Je uso proibic
encontrado com facilidade em camelos
do Centro

Remédio banido desde 2005 pode ser comprado com ambulantes na Rua Uruguaiana. Valor
varia de R$ 250 a R$ 600

POR PAULO ROBERTO JUNIOR




Recommendations on non-steroidal anti-infl ammatory use
according to gastrointestinal and cardiovascular risks

No One or two Many
gastrointestinal gastrointestinal gastrointestinal
risk factors risk factors risk factors or
previous
ulcer bleed
Low NSAID NSAID plus PPl or COX-2 inhibitor
cardiovascular risk misoprostol or plus PPl or
(low-dose aspirin COX-2 misoprostol
not needed) inhibitor alone
High Naproxen plus PPl Naproxen plus PPl Avoid NSAIDs and
cardiovascular risk or misoprostol or misoprostol COX-2 inhibitors if
(low-dose aspirin possible*

needed)
*Combination of low-dose aspirin, PPl or misoprostol, and naproxen or
low-dose COX-2 inhibitor in selected cases (see text).

www.thelancet.com Published online August 14, 2009



Gerenciamento da infeccao pelo Helicobacter pylori
Pontos-chave:
e Tanto a terapia tripla quanto a quadrupla levam a
altos indices de erradicacao.
* A terapia quadrupla (IBPs + antibioticos + bismuto)
pode ser mais barata que a tripla.
* A resisténcia ao metronidazol e a claritromicina
reduz os-indices de erradicacao.
* Deve ser investido tempo na explicacao do
tratamento ao paciente - 1SS0 aumentara a aderéncia.

www.worldgastroenterology.org/assets/downloads/pt/pdf/guidelines/helicoba
cter pylori developing countries pt.pdf 2006



PBP Ponto de Boa Pratica (Good practice point)
Trate todos cujo teste foi positivo, mas nao teste se nao ha inten¢ao de tratar.

* Dispepsia

» Ulcera duodenal

e Ulcera gastrica

* Doenca ulcerosa péptica complicada
e Linfoma MALT

* Gastrite atrofica

* POs-resseccao por cancer gastrico
 Pacientes com parentes de primeiro grau com cancer gastrico

www.worldgastroenterology.org/assets/downloads/pt/pdf/guidelines/helicoba
cter pylori_developing countries pt.pdf



Table 151-2 Recommended Treatment Regimens for Helicobacter Pylori

Regimen (Duration) Drug 1 Drug 2 Drug 3

Regimen 1: QCM (7-14 Omeprazole? (20 Clarithromycin (500 mg  |Metronidazole (500
days)® mag bid) bid) mag bid)

Regimen 2: QCA (7-14 Omeprazole® (20 Clarithromycin (500 mg  |Amaoxicillin (1 g bid)
days)® mg bid) bid)

Regimen 3: OBTM {14 days) Dmeprazuleb (20 Bismuth subsalicylate (2 | Tetracycline HCI (500 | Metronidazole (500
¢ mg bid) tabs qid) mag qgid) mag tid)

Regimen 49: sequential (5 Omeprazole? (20 Amoxicillin 1 g bid
days + &5 days) mg bid)

Omeprazole® (20 Clarithromycin (500 mg  [Tinidazole (500 mg
mg bid) bid) bid)

Regimen 5% QAL (10 days) |Omeprazolef (20 Amaoxicillin (1 g bid) Levofloxacin (500 mg
mg bid) aid)

SMeta-analyses show that a 14-day course of therapy is slightly superior to a 7-day course. However, in populations where
7-day treatment is known to have very high success rates, this shorter course is still often used.

":Omeprazole may be replaced with any proton pump inhibitor at an equivalent dosage or, in regimens 1 and 2, with
ranitidine bismuth citrate (400 mag).

‘Data supporting this regimen come mainly from Europe and are based on the use of bismuth subcitrate and metronidazole
(400 mg tid). This is the most commonly used second-line regimen.

9Data supporting this regimen come from Europe. Although the two 5-day courses of different drugs have usually been
given seguentially, recent evidence suggests no added benefit from this approach. Thus 10 days of the four drugs
combined may be as good and may aid compliance.

fData supporting this second- or third-line regimen come from Europe. This regimen may be less effective where rates of
guinoclone use are high. Theoretically, it may also be wise to avoid it in populations where Clostridivm difficile infection is
commaon after broad-spectrum antibiotic use.
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