MOT SO LOAI THUOC
TRONG DIEU TRI BENH
TRAO NGUOC DA DAY
THUC QUAN (GERD)
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&= DINH NGHIA BENH TRAO NGU'Q'C DA DAY- THU'C QUAN
% (GERD)

WwgoO

World Gastroenterology Organisation Global Guidelines 2017

Bénh trao nguwoc da day thwc quan (GERD) duwoc dinh nghia la khi
cac triéu chirng kho chiu lam anh hwédng dén chat lwong séng, gay ton
thwong hodc bién chirng do céc chat trong da day trdo ngwoc vao
thwe quan, hau hong va/hoac dwdng hé hap.



BENH TRAO NGUGC DA DAY - THUC QUAN
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Thuc quan N
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Co vong thuc quan
mdJ gay trao nguoc

-Da day qua céang
-Cham rong da day -
-R6i loan chirc nangl_
on vi

Da day
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DA DAY KHOE MANH TRAO NGUQC DA DAY



DICH TRAO NGUO'C CHUA
ACID, ACID MAT, PEPSIN.

CA 3 BPEU CO THE GAY TON
THWONG THUC QUAN.




CHAN DOAN GERD

- Chuwa co tiéu chuan vang dé chan doan GERD

- Chéan doan chud yéu dwa vao triéu chirng o néng (heartburn), o tré,
o chua...

- O NONG: cam giac dau, ndng rat sau xwong trc, c6 thé di chuyén
|&n trén cd thwdrng xay ra sau an hodc cui ngwdi ra trudc

- H&i bénh st¥: Nén dé bénh nhan tw md ta triéu chirng dé nhan dinh
trieu chirng @ nong.



BIEU HIEN DA DANG CUA GERD NGOAI THU'C QUAN

DAU NGUC
smmmed KHONG DO TIM

/ TAIMOI HONG N\ C HOHAP N
= Viém thanh quan
= U hat (granuloma) * Homantinh
= Khan tiéng = Hen phé quan
= Viém hong — Globus
= Kho miéng, hi miéng 0 J
\_" Viém tai, mUi xoang man /

Reza Shaker. Present at DDW2018



NHUNG DAU HIEU VATRIEU CHUNG THUONG GAP CUA GERD CUNG NHU
CACYEUTONGUY CO’PEDUOCT SICOTHE TU' VAN CHOBENHNHAN ?

NHO’NG DAU HIEU VA TRIEU CHUNG CAC YEU TO LAM TANG NGUY CO HOAC LAM
THUONG GAP CUA GERD 245 NANG THEM GERD 23,67

O néng: cam giac néng rat va dau &
nguc, thudong la sau khi @n va cé thé
nang hon vé dém

Béo phi

Mang thai
trao ngugc lén ¢cé hong hoac miéng
Udng rwou bia, tra, ca phé

A
@ Q tré: thic an hoac dich Iéng chua
=g

Pau hong, khé nudt, cam giac vudng
m & cod

& Cam nhan vi dang hodac vi chua trong
miéng

S& dung thubc: kich thich B,
c ché a, chen kénh calci,
khang cholin, an than,
progesteron, aspirin, NSAIDs

An th®c an nhiéu chét béo,

Hoi thd cé mui dd chién. ran

Hut thubc

= Pay hoi
M

Téxl tham khéo: 1.Vakil N, et al. Am J Gastroent eml 2006; 101:1900 =
nfowvund cid reflux. Ave lable
4(24):2536-2547. 7. Argyrou A et al. World J i case .2018; 6(8): 17¢

tal. Almen Phar rmaeolThe

Ma
44830. 17. Kahrilas PJ et al. AmJ :108:




) PIEU TRI GERD

Giam nhe tri¢u chirng

Nang cao chit lwgng trong viem thuc quan

cudc song

Ngira bién chimg Ngura tai phat



Thay doi 16i song

Giam can duoc khuyén céo & nhirng BN
GERD c06 thtra can hoac mai vira tang can.

Nang cao dau giwéng lam gidm cac con trao
nguoc voi thai trir acid thie quan nhanh hon
va it trieu chirng trao ngwoc hon so véi nam
dau bang

) You sleep comfortably
*" in the perfect position [ 21

oy

gy Harmful acid staysinyour

¥ stomach, where it belongs

- *;Wv MedCline is used in
\"k; e
" your own bed.




CAC THUOC U’'C CHE BO'M PROTON (PPI)

A

THE HE I: OMEPRAZOLE, LANSOPRAZOLE, PANTOPRAZOLE
THE HE Il: RABEPRAZOLE, ESOMEPRAZOLE



Vi tri tac dong cua cac thudc khang tiét acid dich vi (PPI/Anti-H,R)
PP nee

@ Bom proton H*/K*- ATPase (©)

Bao khang acid
Acid-resistant

coating & \ d
>\ Parietal cell
“\Parietal ce | | ach
@ Inactive form \@) AlPage M3( I,
@ Active form ; H* H, Histamine ECL cell
of omeprazole / K+
’ T ary

“J

O o
Bloodstream—+ A n ti-H 2 R

Gastrin

&30 ohut
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https.//doctorlib.info/pharmacology/illustrated/32. htm




Puwéong dung khuyén cao

Udng
truc tiép

Phan tan
trong
nwoc

Bom qua
éng
thdng da
day

o ozan Truvén BotcéHm
Tiém tinh ¥ y . :
tinh cho tre
mach
: mach em

Omeprazole
Esomeprazole
Lansoprazole
Dexlansoprazole
Pantoprazole

Rabeprazole
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Dwoc dong hoc

> Hap thu

Khéng bén trong mai trwd'ng acid -> can
|o'p bao tan trong rudt

Hap thu t6t, nhanh chéng
Sinh kha dung bi anh hwong boi thirc an

o Chuyén héa

Chiu tac déng cua men CYP2C19, 3A4
Tinh da hinh cua CYP2C19 anh huong
dén diéu tri, dac biét & dan s6 Chau A
Can chinh liéu trén BN suy gan

Tip 1~3 QIO

> Phan bé
Gan v&i protein >95%

Tién chat phan bo dén té bao thanh,
tich tu o khe tiét acid (canaliculus)

o Thai trw
Chat chuyén hoa mat hoat tinh
duwoc thai trlr qua phan va nuéc tiéu



Cac théng s6 dwoc ddong

Thoigian 4o gian ban
Sinh kha dung (PO) dat ndng d6 th;i‘ aio
dinh (gi®)
Dexlansoprazole  Hap thu tuwong duong gitra khi 1-2 (dinh 1) 15 40
doéi va no 4-5 (dinh 2) :
Esomeprazole 64% (liéu don)
90% (sau khi dung nhiéu liéu néu
udng luc déi, hap thu gidm 50% 11,9 1472, 40
khi dung véi thare an)
Lansoprazole 85% (néu uong luc déi, hap thu : )
giam 50% khi dung véi thirc an) et Uibls sl
Omeprazole 45% (lieu don)
Khac biét gilra cac biét duoc, 05-35 0,5-3 40
tang khi str dung nhiéu lieu
Pantoprazole 77% 1 (tang dén 3,5-10
2-25 tiéng & ngudi chuyén 39
hdéa cham)
Rabeprazole 52% 5.5 1-2 3

Wofle MM. Proton pump inhibitors: Overview of use and adverse effects in the treatment of acid related disorders. Uptodate com. Access 12/2018
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Kho khan cua viec uong thuée ,
. KQtir 1 khdo sat voi 1.046 BS cham soc sirc
khée ban dau (Primary-care physician) & M,
2005: 36% BS cung cap huéng dan khéng
Primary-Care Physicians’ Perceptions and Practices on the | chinh xac vé cach uéng PP|.1

Management of GERD: Results of a National Survey : o X y L
Y T Y S - e 38% BN bao cao ho khong dugc BS dan phai

A. Mark Feadnck, M.D., and Colin W. Howden, M.D.. FAC.G ) A - . 7
s o R i e e e M udéng PPI trudc khi an

A — 66% BN thay khé nhé khi uéng PPI 30 pht
With food : trudce blra an.?

Before food 6% e 5

64% W B Su hap thu va sinh kha dung ctia mét s6 PPI bj giam khi duoc |

[+) )-
4% uong trong bira an:

\Unspecified/ - Omeprazole udng cung véi bira an: AUC giam 43-53%

Unimportant s0 voi udng khi déi.> ;

26% Esomeprazole udng 15 phut truéce bira &n nhiéu dau mé: |

' o .2 o itk : ezt a |

Figure 1. Respondents’ answers to the following question: “Do you AUC giam 44%, Cmax giam 66% so voi udng khi doi. ;

instruct patients to take a PPl in any particular relationship with - Lansoprazole uéng cung blra an: AUC giam 53%, Cmax :

vals?™ e / ;

meals? giam 61%.56 '

71} Chay WD, Am J Gaztroenterol 2008; 100; 1237-42; [2) Ferszon ¥, Hazle Mformation 1993; 70 19-23: [3] Nexiwm (esomaprazole magnesuor). Full Erascring Information. Welwangtom, DE: AttraZeneca LF, 2008; [47
Sostek MBBr 7 Citn Pharwsaoo! 2007; 64: 386-90; [3] Berpsrard R.Clin Drnug Invest [995; 9: 67-71; [6] Delhoral-Landes B. ur J Urug Metal Pharmaocanet (991 3: 313-20: [7] Gon KL J Gastroenteroi Hepalcl. 2014



Nhu cau 'khong dwore dap trng lién quan den
khiém khuyét vé duwoc dong hoc PPI

Thoi gian ban hady va hoat ddng ngan. Yéucducho |«  Kidm soat va didu tri triéu ching tét hon.

Dung trwdc biva an ‘ — «  Yéu cau liéu thap hon.
Con bung phat acid nira dém, can st dung Liéu dung linh hoat, khéng phu thuéc

liéu 2 1an/ ngay.

Néng do huyét twong

Bom proton hoat héa & th&i diém nay khéng
bi khoéa béi PPI

Mdrc d6 hiéu quatrong
huyét twong.

Thei gian

PPI

pH Da day

blra an.

Con bung phat acid ban déem

Lidu Bira an Bira an Liéu Biradn
8

A O O N

w

0
0700 1000 1300 1600 1900 2200 0100 0400 0700
Théi gian

1. Sachs G. Pharmacotherapy. 1997.
2. Peghini et al, Am J Gastroenterol 1998



Bénh tiéu hoa lién quan acid da day

100% Mcrc do lién quan acid 0%



) THUOC rCc CHE BOM PROTON (PPIs)

® PPI |a thudc diéu tri GERD hiéu qua nhat do &rc ché acid manh va kéo dai.

* Pot diéu tri PPI 8 tuan la diéu tri dwoc lwa chon dé gidm triéu chirng va
lanh viém thwc quan trao nguoc. (Strong recommendation, high level of evidence).

® PP lidu chuan nén dung 1 lan/ngay trwéc bira &n dau tién trong ngay.
(Strong recommendation, moderate level of evidence).

® PP| c6 thé 1am gidm triéu chirng & 57-80% BN viém thwc quan trdo nguoc
va 50% BN NERD.

® PP liéu chuan lam lanh viém thwc quan trao nguwoc > 85% BN GERD

ACG Guideline. Am J Gastroenterol 2013; 108:912 —914



PPIs TRONG DIEU TRI GERD

®* Néu BN chi dap irng 1 phan v&i diéu tri 1 lan/ngay, diéu chinh thoi
gian st dung thudc va/hoac dung thudc 2 lan/ngay nén xem xét & BN
co trieu chirng vé dém (Strong recommendation, low level of evidence)

® Diéu tri duy tri PPI khi BN con triéu chirng sau khi ngwng PPI va BN
c6 bién chirng nhw viém thwe quan trao ngwoc LA C/D va thwe quan
Barrett  (Strong recommendation, moderate level of evidence).

* O BN can diéu tri PPI lau dai nén dung liéu thap nhat co hiéu qua
bao gom diéu tri theo nhu cau hoac diéu tri ngat quang (Conditional
recommendation, low level of evidence).

ACG Guideline. Am J Gastroenterol 2013; 108:912 — 914



TOI WU HOA VIEC UC CHE TIETACID

= Chia liéu chuan PPI 1am 2 1an c6 thé tang kiém soat acid da day, kiém
soat tot hon pH da day ban dém nhwng cé thé gidm tuan tha diéu tri

= Kiém soat tuan tha diéu tri cia bénh nhan (46% bénh nhan udng dung)
= Hwéng dan st dung PPl dung cach (udng trwdc &n 30-45 phut)

= C6 thé tang liéu diéu tri: PPl x 2 lan/ngay néu chwa dap (rng voi liéu
chuan hodc khi GERD khang tri hodc GERD c6 biéu hién ngoai thuc
quan

= Dbi sang mdt PPI khac (c6 thé lién quan chuyén hdéa CYP2C19)

N.J.Talley & M.Zand Irani. Journal of Internal Medicine. 2021, 289; 162-178

Gyawali CP, Fass R. Gastroenterology 2018;154:302—18. 1



Tac dung phu

; Acute kidney ‘ _ ‘
Structural and : injury | Chronic kidney |
functional changes N disease
. in the gastric mucosa ’
_ " - Dementia
Enteric infections* | )

) \ Gastrointestinal |
([ SIBO ) < malignancies
- Clostridium difficile | Cardiovascular events,
infection negative effect

on clopidogrel’
Vitamin B, 5 :
deficiency ~ Pneumonia |
Hypomagnesaemia ~ Osteoporosis
Hypocalcaemia _ Bone fractures

() Causal relationship
! Low evidence for causality
[ Insufficient evidence for causality

Malfertheiner P. Proton-pump inhibitors: understanding the complications and risks. Nat Rev Gastroenterol Hepatol. 2017
Dec 14(12).697-710



Twong tac thudc: co ché

F% atazanavir

dudng udng
Atazanavir (va mot s6
chét uc ché protease) i )
That bal dieu tri HIV
D& khang thudc
Thay déi F% cu s
. ay ddi F% cua .
1. Tdng pH da day st e gl
ap - Y mot s6 thudc udng Yéu t6 dinh du@ing :_(," '
S>al
Magne

Céc dang bado ché
phuy thudc pH

Ketoconazol
TUdng tac Digoxin
thudc PPIs _
Clopidogrel
Warfarin
Diazepam Omeprazole,
2. Canh tranh do —Phenytoin Esomeprazole,
chuyén héa + Digoxin LanToprazole, |
xlan raz
Theophylline Dexlansoprazole
—Digoxin
Carbamachmej
& Hap thu
Levothyroxin , & = .
- 3. Khac #® Bai xudt chat chuyén héa
‘ Metformin & Bl12

Pharmacotherapy A Pathophysiologic Approach 9th 2014 McGraw-Hill
UpToDate 21.6 (offline)



Co ché twong tac gitra PPI va Clopidogrel
qua trung gian CYP2C19

| . - |
Clopidogrel PRI Omeprazole
Inhibition Esomeprazole
’ ' Increasing
Lansoprazole interaction
. strength
Pantoprazole

Rabeprazole

Q

. Clopidogrel

’r Clopidogrel ]
(active)

(inactive)

PPI- proton pump inhibitor;
https //assets cureus.com/uploads/review_article/pdf/66139/20210803-15024-c3x0rl.pdf ~ CYP2C19- Cytochrome P450 2C19 hepatic enzyme



Thuoc rc ché acid m&i: trc ché
acid canh tranh kénh kali (P-CABs)

- Bao gom Venoprazan va tegoprazan (chap thuan &
Nhét Vé Hén QUGC) O Proton pump (PP, H*, K*-ATPase)
- Cac dir liéu khong thay lgi ich thém vao cia nhém i raomsin
thudc nay trong diéu tri GERD khang tri.

= g PN

/
Newly surfaced
pp

= 30 Taviers ‘
. | VOCINT " ("
10mg |

Cheng Y et al. Dig Dis Sci. 2021 Jan;66(1):19-28.



VAI TRO CUA PROKINETIC TRONG PIEU TRI GERD

Prokinetics 1a nhdm thudc lam tdng nhu déng thwe quan va da day.
Prokinetics hoat ddng tai thu thé 5-hydroxytryptamine (5-HT) 4,
dopamine 2 (D2), motilin va ghrelin.

« Tdc dung trén chirc ndng van déng thwec quan va ting lam trong
da day:

« Domperidone hiéu qua kiém soat triéu chirng day bung, kho tiéu,
than trong khéng dung 1au dai va & BN 1&n tudi. cé bénh tim mach,
tranh cac thudc gay twong tac...

» Mosapride hiéu qua trong diéu tri kho tiéu, lwu y tdc dung phu gay
tiéu chay

« ltopride (rc ché sy dan TQ dwéi thoang qua nhwng khdng tac
dung trén ap lwc cua co that, it tdc dung phu



PHOI HOP PPl va PROKINETIC
. Tang hap thu PPI (1Cmax, AUC)

. Tang hiéu qua trong kiém soat triéu chirng trén BN GERD dé khang
PPI

*Arai K., et al Digestion 2008;78:67—71; Masaki M. et al Journal of Gastroenterology and Hepatology 23 (2008) 746—751

dublished: 10 June

The treatment efficacy of adding prokinetics to PPIs for
gastroesophageal reflux disease: a meta-analysis

Két luan: Thém prokinetic vao PPI cai thién triéu chirng so véi
don tri liéu PPI, do dé cé thé nang cao chat lwong cudc séng

cua bénh nhan GERD. Tuy nhién, diéu tri két hop dwdng nhw
khéng c6 tac dung dang ké trong viéc chira lanh niém mac.

'. VYig



Piéu tri bang thudc trung hoa acid hodc giam tiét acid
khéng ngan duoc tac hai cla pepsin va cac acid méat

Dieu tri acid




Alginate taoldpmang ngan viing chac, c6
tinh nhay, gagnnhu'trung tinh

’ % i B

Sodium alginate + HCI

- Alginic acid + NaCl \ Alginate long di vao
\. J F OB trong da day dang
4 nguyén ven
i Sodium bicarbonate + i \ \
HCI N

Acid da day lam két
J p tua acid alginic va

- €O, + H,0 + NaCl

tao ra CO, dé hinh
thanh mang noi

r &
Alginic acid + CO, ~
= Mang alginate

. F | Ca*+két noi lam cho
. mang nay bén virng
i 9 hon
Calcium carbonate + HCl =
~ Ca** + '+ €O, + H,0 Mang nay sé trao lén
\ / trwéc dé bao vé thuc

quan, nhat 1a khi ngua




Alginate raft
(neutral pH)

Upward reflux

Acid pocket
(pH 1.5)

Stomach
contents

Alginate gel



Sucralfate

 Gan két v&i mé viém dé tao hang rao bao vé

« Ngan chan sw khuéch tan cla acid da day va pepsin
Xuyén qua niém mac thwc quan

« Uc ché tac dung bao mon cla pepsin va dich mat

» Sucralfate kich thich tiét yéu t6 tang trwdng giup lanh 6
loét va

[:,.- ’ ‘
\./‘\ téng tiét nhay va bicarbonate

 Sucralfate cling hiéu qua twong dwong nhv H,RA va
N e alginate + antacids dé kiém soat triéu chirng GERD trén
BN viém thwc quan trao nguoc

Stomach

Simon, B. Am. J. Med. 83,43-47
Laitinen, S. Scand. J. Gastroenterol. 20, 229-232






