BENH LY TRAO NGUO'C DA
DAY THU'C QUAN O TRE EM

TS BS NGUYEN NGOC RANG



DINH NGHIA

Oi miva Oi mira |a sw tong thao thirc an

(Vomiting) trong da day ra miéng

TNDDTQ Sw trao ngwec khong c6 Y, cac

(GE reflux) chat chira da day Ién thwec quan
+ 0i mira

BENH TNDDTQ TNDDTQ c6 triéu chirng hodc
(GE reflux diseases) | bien chirng

Gastroesophageal reflux disease (GERD)




Ti LE TRAO NGU'O'C O’ NHU NHI

TNDDTQ la hién twong sinh ly & nhi nhi

Bl = 1 lan/ngay
B = 4 lan/ngay

0-3 4-6 7-9 10-12
Tubi (thang)

Adapted from Nelson et al, Arch Pediatr Adolesc Med 1997;151:569



Triéu chirng TNDDTQ & tré em

566 cha me cua TE 615 tré em - 2200 Ngwei lon
tr 3-9 tudi 10-17 tudi tir 25-74 tuoi

% tré

|
Q ndéng Dau thwong vi Tré QO ndéng va/hoac
trao nguoc acid

Nelson et al, Arch Pediatr Adolesc Med 2000:154:150 and
Locke et al, Gastroenterology 1997;112:1448



Hang rao chong trao ngwoc

Thwcquan

CTTQD

Co hoanh - GocHis

Thwcquan
(doan trong bung)

Daday

CTTQD: Co théat thuc quan dudi



Sw dan nhat théi CTTQD
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Tracings reprinted from Kawahara et al, Gastroenterology 1997;113:399



Swre chira cua thwc quan

Ngwoii lon



Co ché bao vé cua dwdng the

CANG THUC QUAN Thé tich nhé

Thé tich Ién

0.15s

0.6s

1.0s




SINH BENH HOC

Crural
diaphragm

Pylorus

Co ché trao nquwoc

« Dan CTTQD thoang qua

- Tang ap suat 6 bung
Giam strc chira thuc quan
Roi loan dung hop da day
Cham lam trong da day

Co ché thwe quan

. Ton thwong sw lam sach cua TQ
« Lé&p co co that khiém khuyét

- Chat trao ngwoc doc hai (acid,
pepsin..)

Co ché cua dwéng the

- Phan xa vagal
 CC bao vé dwong thé tén thwong



DAU HIEU LAM SANG

. Qi tai di tai lai - NOng réat sau xwong (rc
- B& bu, chan an *Kh6 nudt hodc bo an

- Cham I&n « Con ngwng tho

- Bure rut  Hen phé quan

_ Cong udn lung khi = Viém phéi tai hdi

bu » Ho dai ding

HOI ching Sandifer  « N4c cuc

* * Mon rang



Sandifer's Syndrome.mp4

CHAN POAN

Tién st bénh va kham l1am sang

Chup thwc quan (can quang)

Po pH thwc quan/24h hoac PP do tré khang
Noi soi (sinh thiét)

NOi soi vien nang (capsule endoscopy)

Xa hinh (khdo sat lam trong da day)

Piéu tri theo kinh nghiém




Dau hiéu goi y khéng phai
nguyén nhan TNDDTQ

 Oi mira nhiéu, 6i mat

[ Oi tai di tai lai J

« Oi méau
| . Oi va tiéu chay
Bénh sir va * Pau hoac chwéng bung
tham kham - Khéi phat 6i sau 6 thang tudi

- Sét, li bi, gan lach to

-« Pau di dang (I&n, nhd), co giat

C6 dau hiéu bao
déng?

Adapted from Rudolph et al, J Pediatr Gastroenterol Nutr 2001;32:S1



Dau hiéu TNDDTQ bién chirng

[ Oi tai di tai lai ]
¥

Bénh swr va
tham kham

Sut can

Khéc va bire riet nhiéu

Van dé nudi dwéng
Van dé hé hap:
— Kho khe (wheezing)
— Co rat (stridor)

C6 dau hiéu bao
doéng?

— Viém phéi tai hdi

Co déu’hiéu
TNTQDD bién chirng

Adapted from Rudolph et al, J Pediatr Gastroenterol Nutr 2001;32:S1



Chup XQ c6 can quang

Loi diém

Phat hién bénh thwc thé:
 Teo thwc quan bam sinh
 Thoat vi qua co hoanh

Han ché

- Khéng chan doan dwoc
TNDDTQ




Chup X Quang

@ Nirieinn ARWEETG

Hep moén vi Thoat vi cor hoanh



Do pH thwc quan lién tuc

Loi diém
» Phat hién giai doan trao ngwoc

« Xac dinh lién hé gitra trao ngwo'c
acid va triéu chirng
 Chan doan dwoc chirc ning lam
sach cua thwc quan

 Panh gia du lieu cia KTTH2 hoac
UCBP & BN chwa dap trng

Han ché
* Khéng phat hién trao ngwoc khong
do acid

- Khdéng phat hién cac bién chirng cua
TNDDTQ khi pH binh thwong




Do pH thuwc quan lién tuc
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*Trao nguroc > 5 phiit (so lan TB): nhii nhi 9.7 tré em: 6.8 nguoi Ion: 3,2
* Chi so trao nguoc (RI) (% thoi gian co pH<4) : nhii nhi 11.7%; tré em
5.4%,; nguoi In 6%




Do tr& khang thwec quan




Do tré& khang thuwc quan

Loi diém

PH channe| “===—r==) o e

pH 4

* Phat hién dwoc trao ngwoc khong do
I acid

‘Danh gia hiéu qua dieu tri
‘Khao sat dwoc cac triéu chirng hd hap
M ehanel TNDDTQ
‘Han ché
8 « Tri so tham khao & tré em chwa xac dinh

4

*Ton th&i gian phan tich cac chuyén dao




NoOIi soi tieu hoda trén

Loi diém

 Thay sang thwong va sinh thiét

« Nhin thay bién chirng viém thuwc
quan va BC khac

* Phan biét viem TQ c6 va khéng cé6
trao ngwoc

Han ché

- Can gay mé va an than
« Lién hé gilra sang thwong trén ndi soi
* vamoé hoc kém




Khao sat mé hoc (Eosinophils)

Binh thwéong Trao ngwoec DDTQ
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PIEU TRI

* Muc dich
— Giam triéu chwrng
—Tang can va tang trweéng binh thwong
—Lam lanh ton thwong viém
—Phong ngtra triéu chirng hé hap
—Phong céac bien chirng



Piéu tri khéng dung thuoc

Tw van

Nghi ng® di (’Png siva: doi cong thire
sira it di rng

Thirc an dac: giam 6i mira, khong giam
trao ngwoc

Tw the nam sap ban dém giam trao
ngwoc 8%-24%, tuy nhién tang nguy co’
hoi chirng dot tw (SIDS)



Diéu tri bang thuoc

« Khéang thu thé H2 (KTTH2)
- Nhiéu nghién ctru cho thay tot hon so
v&i gia dwoc
« Tac dung phu: phat ban, chong mat, non
o]



Hiéu qua thuoc KTT H2 histamin trén viém
thuwc quan trong TNDDTQ

N = 32 children with esophagitis treated with cimetidine 30-40 mg/kg/d or placebo for 12 weeks
Cimetidine Esophagitis Healing

Placebo

Significant symptom improvement with cimetidine, not placebo

Cucchiara et al, J Pediatr Gastroenterol Nutr 1989;8:150

N = 26 children with esophagitis treated with nizatidine 10 mg/kg/d or placebo for 8 weeks
Nizatidine ¥4 Esophagitis Healing

Placebo

“Vomiting” reduced in both treatment arms; significant improvement
in other GERD symptoms only with nizatidine

Simeone et al, J Pediatr Gastroenterol Nutr 1997;25:51




Liéu lwong thuoc KTT H2
trong diéu tri TNDDTQ

Tré em Ngweoi Ién
Cimetidine 40 mg/kg/N chia 3-4 1an 1600 mg/N
Famotidine 1 mg/kg/N chia 2 lan 20 - 40 mg chia 2
Nizatidine 10 mg/kg/N chia 2 lan 150 mg chia 2
Ranitidine 5-10 mg/kg/N chia 3 lan 150 mg chia 2-4 lan

Rudolph et al, J Pediatr Gastroenterol Nutr 2001;32:S1




Diéu tri bang thuoc

« Thuoc rc ché bom proton
—Rat tot khi cho % gi& trwéc bira an
sang hoac 2 gi& rwéc bira an toi
—Khong str dung & tré em néu khong
cO bang chirng bénh Iy do acid gay ra



Hiéu qua cua Omeprazole trén cac
triéu chirng cua viém thwc quan

HEg | N =54 tré
80 - 1 Trwéde BT
- 1 5-14 ngay
% BN* g0 A = 3 thang

40

20

0

TCchung Néngbéng Khoé nubt Birc rovt Ho

* 0% of patients with moderate to severe symptoms
Reprinted from Hassall et al, J Pediatr 2000; 137: 800



Hiéu qua cua Lansoprazole
trong diéu tri triéu chirng

,7 P<.01 —
N = 66 tré dwoc BT

lansoprazole 15-30 mg
trong 8-12 tuan

100 —

Trung vi % ngay St

co triéu chirng
TNDDTQ 60 —

40 -

A

Trwédéec DT Sau2tuan Sau 12 tuan

Tolia et al, J Pediatr Gastroenterol Nutr 2002 supl



Hiéu qua cua Lansoprazole
trong diéu tri viém thuwc quan

100 —
N =28 tré viem TQ do > 2
dwoc DT lansoprazole 15-
80 _ 30 mg trong 8-12 tuan
% BN bi
viéem TQ 60 —
40 —
20 —
0 0%
Trwée BT Sau 8 tuan Sau 12 tuan

Tolia et al, J Pediatr Gastroenterol Nutr 2002 suppl (in press)



The Cochrane Library Sigterman KE, van Pinxteren B, Bonis PA, Lau J, Numans ME
Published Online: 31 MAY 2013

Short-term treatment with proton pump inhibitors, H2-
receptor antagonists and prokinetics for gastro-oesophageal
reflux disease-like symptoms and endoscopy negative reflux

disease (Review)

Figure 5. Forest plot of comparison: 4 PPl versus HIRA, outcome: 4.1 Heartburn remission.

PRI H2R.A Risk Ratio Risk Ralio
Sy or Saubgrodip Bverls Tolal Bwerls Tolal Weiglht M-H, Random, 95% Cl M-H, Randain, 95% CI
d.1.1 Bmpirical treatment
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Wan Dyl 2004 53 16T 97 1M 9.9% 0.56 [0.43,0.72]
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Lieu thuoc UCBP

Nhi nhi va tré em Ngwoii lon
Esomeprazole Nexium goi 20 hodc 40 mg/1 lan
Lansoprazole |15 mg/1 1an (CN < 30 kg) hoac 15 hoiac 30 mg/1 1an
30 mg/ 1 1an (CN > 30 kg) [1] '
Omeprazole |10 mg/1 lan (CN < 20 kg) 20 mg /1 13n

hodc 20 mg/1 lan (> 20 kg) [2]
1.0 mg/kg/N chia 1 hodc 2 lan [3]

Pantoprazole Chwa chi dinh 40 mg /1 lan

1 Prescribing Information for Prevacid (revised 8/02); 2 Prescribing Information for Prilosec
(revised 7/02); ® Rudolph et al, J Pediatr Gastroenterol Nutr 2001;32:S1




CAC THUOC CUONG DONG
(PROKINETICS)

Co’ ché: Téng ép lwc co that thic quan dwéi, ting
thoi gian lam trong da day
- Cisapride: Loai boé do tang QT, roi loan nhip tim
- Erythromycin: Chi hiéu qua lam trong da day
- Domperidone: an toan, chwa cé nhiéu nghién ciru
* Metoclopramide
— Cai thién pH thuwc quan (1 trong 6 RCT))
— Cai thién lam sang (1 trong 4 RCT)
— Nguy co’ cao BC than kinh (>20%)

Adapted from J Pediatr Gastroenterol Nutr 2001;32:S1



Hiéu qua cua Domperidone

Table. Results of upper gastrointestinal function studics

i Before domperidone® I After domperidonef F
Maotility
Esophagus
LES pressure (mm Hg) 250+ 7.3 276 = 117 NS
Peristaltic amplitude (mm Hg) 494 = 13.7 St b Lo M5
Peristaltic contractions (%) 6.2 £ 18,1 734 £ 21.2 <05
Stomach
Fundic activity present {a) 4 of 15 Qof 15 —
Amplitude {(mm Hg) 95+ 2.5 B0 £ 246 M
Freguency {(min™) .5 1.2 1.2+ 0.7 NS
Esophageal pH probe
Reftux time (%) 427 = 11.7 6.9 + 10.1 <05
Acid clearance time (min) 47+ 1.1 d.0 £ 1.9 NS
Crastric emplying
Formula emptied al 60 min (%) 268 = 5. 138+ 9.3 NS

Tang nhu déng thuc quan va giam ti 1é % thoi gian trao nguorc

Bruce B. et al. J Pediatr 106:3ll, 1985



Hiéu qua diéu tri triéu chirng
cua Domperidone

( N=15,
TB=7.9 m)

:
$
:

Giam triéu chirng 6i, btre rit, ho

Bruce B. et al. J Pediatr 106:3ll, 1985



D. S. Pritchard, M. Baber & T. Stephenson’

Should domperidone be used for the treatment of gastro-
oesophageal reflux in children? Systematic review of
randomized controlled trials in children aged 1 month to
11 years old

Brtish Journal of Clinical Phamacology

Methods
Systematic review of randomized controlled trials (RCTs). A search was made of the
Cochrane Library lssue 2004 (Central Register of Controlled Trnals and Database of
Systematic Reviews), Medline (Pub-med) 1966 to present and Embase from 1974
to 2004, and reference citations of the RCTs that had been found electronically.

Results
Four RCTs were identified. Only the two older trials showed any benefits of domp-
eridone on clinical symptoms of GORD in older children, which were the primary
outcome measures. In the trial undertaken by Clara, a good or excellent result was
obtained in 93% of the domperidone group compared with 33% of the controls
(P < 0.05). In the tnal undertaken by de Loore, after 2 weeks of treatment 75% of
patients treated with domperidone were found not to be vomiting, compared with
43% in the metoclopramide group and 7% in the placebo group. The tnal by
Comraccio gave no detailed results regarding the primary outcomes of effect of
domperndone on symptoms but simply reported ‘cured’, ‘improved’ or ‘unchanged”
The secondary pH-metric outcome of the number of reflux episodes, was reduced
with domperidone.

Conclusion
From the limited evidence available, there was no robust evidence of efficacy for the

treatment of GOR with dompernidone in young children. Given the usually benign
nature of the condition, the widespread use of unlicensed medianes for GOR is not
warranted.




Hiéu qua dieu tri giam triéu chirng
lam sang TNDDTQ cua Domperidone
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Domperidone Control



Tac dung chong Gi cua
Domperidone trong TNDDTQ

5%

80 -
70 -
7 43%
50 -

40 A

30 A

20 - 7%
0

Domperidone Primperan Placebo




BiEU HIEN NGOAI THU'C QUAN CUA
TNDDTQ

 Hen phé quan

 Ho kéo dai

- Bénh ly Tai Mai Hong: viem tai gilra, viem
xoang, viéem hong man, viém thanh quan man



TNDDTQ & HEN PHE QUAN

+ 60% bénh hen phé quan cé trao ngwoc

- Diéu tri TNDDTQ khéng lam giam triéu
chirng (tang Iwu lwong khi thé ra toi da), tuy
nhién giam bét triéu chirng kho khe
(wheezing



Analysis 1.2. Comparison | Medical Therapy of GOR vs Placebo, Outcome 1 Evening Peak Expiratory Flow.

Study o subgrous HMedeal Therapy
M Mean{500)

Macebe
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Mean(S0)
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Weight Cufference
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| HL Arlaparist
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Test lor overall effect: £ = 0348 (P =071

2 Preten Pumg nhisitar
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Heteroganaity: Chit = 000, df = | (P =020 I =0u0%
Tast for everall effect: 2 = 020 (P = 0.84)
1 H2 Antagenist o Praton Pumnp Inhitster

Ekstram 1969 417 {104}

Fard 1594 280 {81)
Tewchtshl 1956 193 (124)

Subtotal (95% CI)

409 {104)

277 (78)

383 (155)

4089 (104)
2177 (78)

383 (155)

BOO [ 3361, 49.61 ]

8.00 [ -33.61, 49.61 |

300 [ 6345, £3.45 ]
|00 [ -B1.70, 101.70 ]

5.41 [ -48.40, 59.22 |

616 % BLOO [ -3361, 4961 ]
245 % 300 [ 5345, £9.45 ]
129 % 1000 [ -B1.70, 10170 ]

100.0 % 7.03 [ -25.88, 39.95 |

Khéng lam giam triéu chirng hen PQ
th® ra toi da FEP khéng doi)

(dung lwong khi

Gibson PG et al. GER treatment for asthma in adults and children . Cochrane
Database Syst Rev. 2003;(2):CD001496. Review.




Analysis 1.6. Comparison | Medical Therapy of GOR vs Placebo, Outcome & Improvernent in wheezing.

Study o subgrous MMedical Therapy Placsts Risk: Ratia Wlmiphit Risk Ratio
T M= H,_Fizo=c 2559 1 P, Fiaomed 355 1

| H2 Antaponist
Larrain 1991 Jov28 | 207 [ 1.20, 358 ]

Subrotal (95% CI) 28 .- 207 [ 1.20, 3.58 ]
Total et 20 (Medicsl Theragsd, 10 (Flacebe)
Heterogerany: not applicable
Test far overall effect: 2 = 162 (P = 000ET)
2 Pratan Pumg Inhibitor
Suobtotal (95% CI) . 0.0 [ 0.0y, 0. ]
Total everts O (Medwcal Therapy], O (Placeba)
Heterogeneity: not applcable
Tezt for owerall effect: not spplicable
3 Surgery

Larran 19291 1 L15[ 138 369 ]
Subrotal (95% CI) 215 [ 1.26, 3.69 ]
Total events 20 (Medical Therags, 10 {(Flaceba)

Heterogerany: not applicable
Test far overall effect: 2 = 273 (P = 00053)

4 Conservatiee Thearapy

Kjellen 15981 3 295 1.23, 7]
Subrotal (95% CI) 29 3 299 [1.23,7.26
Total everits |4 [Medicsl Therapy), 5 [Placeba)

Heterogerany: not applicable
Test far owerall effect: £ = 142 (P = 0015)

Giam triéu chirng kho khé (RR=2.99 ; KTC 95%: 1.23 — 7.26)

Gibson PG et al. GER treatment for asthma in adults and children . Cochrane
Database Syst Rev. 2003;(2):CD001496. Review.




TNDDTQ & HO KEO DA

- Diéu tri TNDDTQ c6 vé lam giam triéu chirng
ho & ngwoi I&n, tuy nhién khong giam ho ¢
tré em



Figure 3. Forest plot of comparison: 2 PPl versus placebo (> 18 years), outcome: 1.1 Clinical failures (still
coughing at end of trial or reporting period).

PRI Placebno Ods Ratino Oeds Ratio
Studyy or Subgroupp  Bvenls Tolal Bvents Total Weight M-H, Random, 96% CI M-H, Randomm, 95% CI
3.1.1 Medical clinics based enrolment
Kiljander 2000 7 L] 12 12 8.2% 0,12 [001, 2.85] -
Ours 1999 ! B | G T.4% 0.26 [0.01, 7.43)
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Subtotal (95% CI) ag 54 B4.4% 0.56 [0.21, 1.49]
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Piéu tri TNDDTQ v&i thubc UCBP

lam giam triéu chirng ho & nguwoi Ion




Gastro-oesophageal reflux treatment for prolonged non-
specific cough in children and adults

S - } - N - - 1 - =
Anne B Chang', Toby ] Lasserson™, Justin Gaffney”, Frances L Connor®, Luke A Garske”

Figure 4. Forest plot of comparison: 3 PPl versus placebo (children), outcome: 3.1 Coughing (% days/week)
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?E'TETEIEIEHE'II".I' Hl.:!1 -EII'JE:IIIZEIIJIIE - . A0 -0 04 10 20
esttor overall effect £=14F (F=1014) Favours PPl Favours placebo

Piéu tri TNDDTQ v@&i thudc UCBP khéng
lam giam triéu chirng ho & tré em



TNDDTQ & BENH TAI MUI HONG

Nghién ctru 33 BN bi viém hong hoac viém thanh quan
man va c6 triéu chirng TNDDTQ (+). Sau diéu tri 8 tuan vé&i
pantoprazole, két cuc 51% BN giam viém hong/ thanh quan
va 66% BN giam triéu chirng trao ngwoc



TNDDTQ & BENH TAI MUI HONG

Dis Esophagus. 2010 May,23(4):290-5. doi: 10.1111/].1442-2050.2009.01028.x. Epub 2004 Dec 11.

Effect of pantoprazole in patients with chronic laryngitis and pharyngitis related to
gastroesophageal reflux disease: clinical, proximal, and distal pH monitoring results.

Karoui .3, Bibani M, Sahtout 5, Zouiten L, Kallel L, Matri 5, Serghini M, Ben Mustapha N, Boubaker J, Besbes G, Filali A.
Department of Gastroenterclogy A, La Rabta Hospital, Tunis, Tunisia. sami_karoui@@fastmail. fm

Abstract

Few studies had evaluated the results of proton pump inhibitors on distal and proximal pH recording using a dual-channel
probe. The aim of this study was to determine the clinical and pH-metric effect of treatment with pantoprazole 80 mg for &
weeks in patients with ear, nose, and throat (ENT) manifestations of gastroesophageal reflux disease associated with
pathological proximal acid exposure. We conducted a prospective open study. Patients included had to have chronic
pharyngitis or laryngitis, and a pathological gastroesophagopharyngeal reflux. All patients received treatment with
pantoprazole 80 mg daily for 8 weeks. One week after the end treatment, patients had a second ENT examination and a
24-hour pH monitoning using dual-channel probe. We included 33 patients (11 men, 22 women). A pathological distal acid
reflux was found in 30 patients (91%). Ater treatment, the improvement of ENT symptoms was found in 51.5% of patients.
Mormalization of 24-hour proximal esophageal pH monitoring was observed in 22 patients (66%). After treatment, the
overall distal acid exposure, the number of distal reflux events, and the number of reflux during more than 5 minutes were
significantly decreased (respectively: 19.4% vs 7.2% [P = 0.0001], 62.7 vs 264 [P < 0.0001], and 10.4 vs 3.9 [P < 0.0001]
). Similarly, in proximal level, the same parameters were significantly decreased after treatment (respectively: 6.8% vs
16% [P < 0.0001], 32.6vs 8.1 [P < 0.0001], and 3.4 vs 0.6 [P= 0.005] ). Treatment with pantoprazole reduced the
frequency and severity of gastroesophagopharyngeal acid reflux in patients with chronic pharyngitis and laryngitis.







