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Overall management

VABCOs and adequate resuscif

v Early risk stratification
v pre-endoscopy
v at early endoscopy

Very Low risk patients All other patients f

v discharge home v admit l
High-risk patients Low-risk patients
V  Endoscopic hemostasis  V  Initiate daily dose PPI
v Initiate high-dose IV PPI I

v Consider secondary prophylaxis
v H pylori testing and treating
—— v NSAID/COX2 use
v ASAuse

A 4




Should we bother using risk
stratification scales?



The Rockall Score

Variable Scoere
) 1 2 3
< 60 60-79 O 80
No or mild Moderate Severe coexisting | Life threatening
coexisting coexisting (e.g., | (e.g., CHF) (e.g., RF)
hypertension)
Hemodynamic bk shock P O 100 |[plypotension
status P <100 ,Sys BP g 100
Syst BP |[O 100
Diagnosis MW tear, normal | All other Malignancy of UGI
endoscopy with | diagnosis tract

no blood seen

None or dark
spot

Major: stigmata
of recent
nhemorrhage

Blood in UGI tract

Adherent clot, visible

or spurting vessel

L4

Rockall, Lancet 1996




ROCKALL SYSTEM - REBLEEDING
ACCORDING TO RISK SCORE CATEGORY

53
50 A
43
Cumulative 40 -
patients 33
with 30 -
rebleeding 23
20 A 16
10
10 A
0
0 1 2 3 4 5 §) 7 8+

‘ Rockall score

Enns RA, W J Gastroenterol, 2006



The Glasgow-Blatchford
Bleeding Score

~

A GBS superior to
total/clinical Rockall
scores (ROC curves,

P<0.05)

A 123 patients (22%)
classified as low risk,
I;I;;_n;:lobinf nnnnnnnn (a/L) W i t h 84 (68 %) W e r e

S;Is::-;ln. blood pressure (mm Hg) . man ag ed as

outpatients safely

A Proportion admitted
fell (96% to 71%,
pP<0-00001)

Stanley, Lancet 2008



Can any patients be sent home
directly from the emergency room?



Who can be sent home from the
emergency room?

Table 2. Proposed Selection Criteria for an Abbreviated Hospital Stay
or Outpatient Treatment of Patients at Low Risk.*

Criteria
Age, =60 yr

Absence of hemodynamic instability, which is defined as resting tachycardia

(pulse, =100 beats per minute), hypotension (systolic blood pressure, These patlents

<100 mm Hg), or postural changes (increase in pulse of =20 beats per

minute or a drop in systolic blood pressure of =20 mm Hg on standing), rep resent u p
or hemodynamic stability within 3 hours after initial evaluation
to 20-40% of

Absence of a severe coexisting illness (e.g., heart failure, chronic obstructive

pulmonary di hepatic cirrhosis, hematologic cancer, chronic renal all panents

failure, and :.::re:bro':. ascular accident) . .

A hemoglobin level of more than & to 10 g per deciliter after adequate intra- p resentin g with
vascular volume expansion and no need for blood transfusion PUB

Normal coagulation studies

Onset of bleeding outside the hospital

Presence of a clean-base ulcer or no obvious endoscopic finding on early en-
doscopy (performed within 24 hours after presentation)

Adequate social support at home with the ability to return promptly to a hospital

Gralnek, NEJM, 2008




Are prokinetics useful?



IV erythromycin /
meteclopramide

A Nasogastric lavage I RCT-proven yet requires

orogastric insertion of large-bore tube and may
compromise the airway

1.1 Nb second look Endo

Erythromycin or Metoclopromide Placebo or no freatment COdds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight

M-H, Fixed, 95%Cl

0.1 0.2 0.5 1

i | b
Fawvours Enghromycin or Metoclopromide Fawours Placebo or no treatment

Shouldnotibe used routinely; butican beused in selectedicases:

A Also decreased likelihood of blood Iin the stomach

A No Improvements in rebleeding, surgery,
mortality, transfused units, or length of stay

A EKG assessment beforehand if erythromycin



Should | start a PPl while awaiting
endoscopy?



PPl pre-endoscopy

Omeprazole Placebo P value
N=314 (187 PUD) N=817(190'RPUD)
RESVIEELITTY 9.9% (I'h) 2.9% (9)
Siurejery '1.9% (3) 2.0% (4)
NMearzility 2.9% () 2.2% (1)
Endo Rx 19.1% (60) 28.4% (90)
Hospital stay < 3 days 60.5% (190) 49.2% (156)
Endo stigmata:
_Active bleeders SA4% (12) VA% (23)) SE0101
2 \|23VAV/ 12.3 (23) 16.3% (31) NS
- Clots 3.7% (1) 5.8% (11) NS
- Elat'pigments 13.4% (25) 15.8% (30) NS
: ] <~ D o - . D
- Clezin) Ozise 4. 2%y (1120)) 4450 (90) =000

Lau NEJM 2007

These data confirmed in meta-analysis porward, 2006



Cost-effectiveness 1ssues

Table 3. Cost-effectiveness Analysis: Results

Strategy C Effectiveness?

Canada
IVPPI started after endoscopy 0.9047
IVPPI started before endoscopy . 0.9072
.5,
IVPPI started after endoscopy 0.9
0.9072

0.00255

0.00255

CER

60250
6064°

Al Sabbah, CGH, 2008



So what to do?
- subgroup selection

A Efficacy at best marginal, so PPl should NOT
replace the role of adequate resuscitation and
early endoscopy

A Can provide PPl before endoscopy or not; more
likely to be cost-effective IF:
o Delay to endoscopy (over 16 hours)

u Patient more likely to be bleeding from
A anon variceal source
A high-risk lesion (hematemesis, bloody NGT)

A If you are going to use, high-dose preferred

Barkun AN, Gl Endosc 2008



What Is the optimal timing of
endoscopy?



The benefits of early endoscopy

A Early endoscopy (first 24 hours) allows for

o safe and prompt discharge of patients classified
as low risk

i Improves patient outcomes for patients classified
as high risk

u reduces resource utilization for patients classified
as either low or high risk

A Recent observational data suggest early
endoscopy decreases the need for surgery
and may improve mortality

Barkun 2003, Ananthakrishnan CGH 2009, Cooper 2009



After-hours endoscopy

A NVUGIH patients admitted on weekends had

o ahigher adjusted in-hospital mortality (odds ratio [OR],
1.21; 95% confidence interval [CI], 1.09 1 1.35), and

u were less likely to undergo early endoscopy within 1 day of
hospitalization (OR, 0.64; 95% CI, 0.617 0.68)

A Early endoscopy was associated with
significantly shorter hospital stays (NVUGIH,
1.08 days; AVH, 2.35 days) and lower
hospitalization charges (NVUGIH, $1958)

Ananthakrishnan, CGH, 2009; Shaheen, CGH, 2009



\What about an elevated INR and
endoscopy?

A A presenting INR >1.5 does not predict rebleeding,
yet Is an independent predictor of subsequent death
following an admission due to NVUGIB

A Correction of INR to 1.8 as part of intensive
resuscitative measures may improve mortality

A Endoscopic treatment may be safely performed in
patients with an INR of <2.5

nln patients on anticoagul
coagulopathy is recommended but should not delay
endoscopyo

Barkun DDW 2009, Wolf AJG 2007, Baradarian AJG 2004, Choudari Gut, 1994



What Is the optimal method of
endoscopic hemostasis?



Hemg.s_tatlc modalities
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Which Is the best endoscopic
hemostatic modality?

Not
Injection
alone

Thermal alone
or clips alone
as good as
inj + thermal?

W AUTHOR VEAR MONITHERAPY
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Calvet Gastroenterology 2004, Marmo Am J Gastro 2007, Sung Gut 2007, Laine CGH 2008, Barkun GIE 2009




What about a patient with
an adherent clot?



Why the controversy
about adherent clots?

Re-bleeding

n (%)

Conclusion

Jensen, 1995 |Endo Rx 17 6 (35.3) No difference

Med Rx 10 3 (30.0)
Gonzalez- Endo Rx 34 3(8.8)
Huix, 2000  |MedRx | 33 | 13(30.4) | ENdo Rxbetter
Jung, 2002 EndoRx | 10 3 (30.0) .

Med Rx 9 3(33.3) No difference
Jensen, 2002 |Endo Rx 15 0 (0)

Med Rx 17 6 (35.3) Endo Rx better
Bleau, 2002 Endo Rx 21 1(4.8)

Med Rx 35 12 (34.3) Endo Rx better
Sung, 2003 Endo Rx 15 1(6.7) ,

Med Rx 24 0(0) No difference

P Marked variability in study design

P Problems with statistical analysis

P In populations with high rates of

re-bleeding with clots*,
endoscopic therapy is likely to

decrease
re-bleeding

However, high quality blinded,
trials indicate that the use of

moder n

A i

Nt ensi vec

without endoscopic therapy in
patients with clots may result in
extremely low rates of re-bleeding
(0/86, 2 studies)

The addition of endoscopic
therapy may/not significantly
Improve these results

Laine, Gastroenterology, 2005; 129: 2127
Kahi et al, Gastroenterology 2005; 129: 855
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What Is the role of a routine
second-look endoscopy?



Results

A Rebleeding was significantly decreased
by routine second-look endoscopy

Second-look endoscopy Other Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Chiu 2003 0.33 [0.11, 0.96]
Chiu 2006 80 0.63 [0.20, 2.02]
Lee 2005 0.56 [0.21, 1.53]
Messman 1998 52 1.31 [0.49, 3.49]
Saeed 1996 19 0.08 [0.00, 1.50]

Villanueva 1994 52 0.66 [0.27, 1.62]

Total (95% CI) 373 0.59 [0.38, 0.91]
Total events 39

Heterogeneity: Chiz2 = 5.61, df =5 (P = 0.35); 12=11%
Test for overall effect: Z = 2.39 (P = 0.02)

0.01 0.1 1 10 100
Favours Second-endoscopy Favours other

BUT when taking into account trial limitations, study heterogeneity (both clinical
& statistical), and current standard of high-dose IV PPI, this approach should
probably be reserved to selected patients at especially high risk of rebleeding



What Is the role of PPI therapy
following endoscopy?



Effect of PPIs on outcomes In
patients with PUD bleeding

Outcome at 30 days after randomization
Odds Ratio (95% CI)

0.53

D Mortality (9%)
0.46

Re-bleeding (19%*) &—%—¢

PPl improve mortality in patients w HRS only if they
have initially undergone endoscopic haemostasis (i.e.:

mainly high dose V)
Also, these findings have been confirmed
I n a -lnirfeead setting

*Number of trials Favors PPI Favors control

Modified from Leontiadis et al, The Cochrane Database of Systematic
Reviews 2005 + update in 2006; Barkun et al., AJG 2004



What about the role of low doses
of IV PRI?

ORIGINAL CONTRIBUTIONS
Endoscopy

High- Versus Low-Dose Proton Pump Inhibitors After
Endoscopic Hemostasis in Patients With Peptic Ulcer
Bleeding: A Multicentre, Randomized Study

Angelo Andriulli, M.D.,! Silvano Loperfido, M.D.,” Rosaria Focareta, M.D.,* Pietro Leo, I\-'!.D.ﬁ‘
Fabio Fornari, M.D.,” Antonietta Garripoli, M.D..® Paolo Tonti, M.D..” Sergio Peyre, M.D..?

Antonio Spadaccini, M.D..” Riccardo Marmo, M.D.,'” Antonio Merla, M.D..! Alessandro Caroli, M.D..2
Gian Battista Forte, M.D..> Angelo Belmonte, M.D..* Giovanni Aragona, M.D..> Gianni Imperiali, M.D..!!
Fabrizio Forte, M.D..* Fabio Monica, M.D..?> Nazario Caruso, M.D..! and Francesco Perri, M.D.

ASystematic bias in ascertainment of rebleeding?

AQuestions raised about the adequacy of blinding

AConfounding attributable to selective use of second-look

ANo per-site adjustment to account for variations in care, including
endoscopic therapy

Andriulli, AJG 2008; Barkun, AJG 2009



How should | diagnose H pylori In
this setting?



Diagnostic test performance in
the acute setting

100 -
00 1 o NPV estimates
2101 ot s b it ke ety ey [k ootz L e Upper limit of
NPV estimates
70 1
60 -
50 1 O +ve Predictive value
40 4T o Bl -ve Predictive value
3017 B
20T i
1011 B
O += | | | | I ?
Serology Rapid  Histology Culture Urea Stool
Urease Breath antigen

Basit to confirm 2 nacgative tast outsids ine acuis sitireg




How do | manage the patient on
NSAIDs?



PUD bleeders who need an NSAID

A If past PUD bleed, treatment with a traditional
NSAID plus PPI'or a COX-2 inhibitor alone Is
still associated with a clinically important
risk of recurrent ulcer bleeding

Table 2. Summary of recommendations for prevention of NSAID-related ulcer complications

Gastrointestinal risk®
l Moderate — High

Low CV risk Alternative therapy If possible or COX-2
inhibitor+PPlimisoprostol

High CV risk® (low-dose aspirin Avoid NSAIDs or COX-2 inhibitors. Use

required) alternative therapy

Lanza Am J Gastro, 2009; Rostom, APT, 2009.



What about the patients having bled
on ASA?



PUB bleeder on ASA T acute
management

A ASA non-adherence/withdrawal carries a 3x
risk of major adverse cardiac events

A The delay to the thrombotic event is usually
/7-10 days

A Immediate reintroduction of ASA Is
associated with

u a statistically non significant increase in recurrent
PUD bleeding, BUT

u ASA discontinuation causes significantly
Increased CV mortality

Biondi-Zoccai GG, Eur Heart J, 2006; ; Aguejouf O. Clin Appl Thromb Hemost. 2008 ; Sibon |,
Neurology. 2004. Burger W, J Intern Med. 2005; Sung J, Gut (abstract) 2007; Ng, APT, 2004.



