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Prezentare de caz
Hemoragia digestiva superioara




Concept vechi.... dar inca actual
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1: Vieillissement physiologique
100% 1 2: Maladie chronique
3: Maladie aigué
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Seuil d'insuffisance

Bouchon JP : 1+2+3 ou comment tenter d'étre efficace en gériatrie ? Rev Prat 1984 ; 34 : 888-92



Scurt Istoric

* Pacienta de 78 ani, cu istoric de fibrilatie atriala sub tratament
anticoagulant oral cronic cu 5 mg apixaban bid, se prezinta cu
oboseala marcata, dispnee la eforturi medii spre mici, durere
retrosternala si melena, simptomtologie debutata acut in cadrul
unel hemoragii digestive superioare pe fond de consum de AINS
pentru gonartroza cronica decompensata algic si functional



|storic
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» Supraponderala 27,34kg/m?

* Hipertensiva grad Il

* Fibrilatie atriala permanenta
CHA,DS,-VAsc 4

* Regurgitare mitrala grad |

 Diabet zaharat tip 2 tratat cu
antidiabetice orale

* Dislipidemie

 Anticoagulare orala cu apixaban 5
mg bid

« Gonatroza si coxartroza bilaterala




EKG Ca multe altele
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Scorul Glasgow- yiLe
Blanchford . e

Initial systolic BP 105 mm Hg

* 3 puncte Sex e

* Necesita supraveghere Heart rate 2100 B -
Recent syncope Yes +2
Hepatic disease history Yes +2
Cardiac failure present Yes +2

3 points

A GBS greater than zero suggests a “High Risk” Gl bleed that is likely to require “medical
intervention”: transfusion, endoscopy, or surgery. A higher GBS also correlated with a higher

likelihood of needing intervention (scores =6 are associated with >50% risk of needing
intervention)

Copy Results @ Next Steps o




Recomandarile Societatii Europene de Gastroenterologie
privind sangerarile non-variceale
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* Glasgow-Blatchford Score (GBS) -3 (daca GBS score 21)

— necesita internare

— un scor GBS 21 indica un pacient la risc ridicat de resangerare ce necesita
interventie endoscopica, transfuzii sau chirurgie

7 ESGE recommends temporarily withholding new direct oral anticoagulants (DOACs) in patients with suspected acute NVUGIH in coordination/consul-

tation with the local hematologist/cardiologist (strong recommendation, very low quality evidence).

8 For patients using antiplatelet agents, ESGE recommends the management algorithm detailed in® Fig. 2 (strong recommendation, moderate quality
evidence).

9 ESGE recommends initiating high dose intravenous proton pump inhibitors (PPI), intravenous bolus followed by continuous infusion (80 mg then 8 mqg/
hour), in patients presenting with acute UGIH awaiting upper endoscopy. However, PPl infusion should not delay the performance of early endoscopy
(strong recommendation, high quality evidence).

Diagnosis and management of nonvariceal uppergastrointestinal hemorrhage: European Society ofGastrointestinal Endoscopy (ESGE) Guideline, lan M. Gralnekl,2, Jean-Marc Dumonceau3, Ernst J. Kuipers4,
Angel Lanasb, David S. Sanders6, Matthew Kurien, http://dx.doi.org/10.1055/s-0034-1393172Published online: 0.0.Endoscopy 2015; 47: 1-46© Georg Thieme Verlag KGStuttgart - New YorkISSN 0013-726X



Evaluari paraclinice

 HLG, sumar de urina, biochimie standard

« Paramentri ecocardiografici fara modificari semnificative
— FEVS 57%
— Regurgitare mitrala stabila,
— Usoara dilatare atriala stanga 43mm

« KIT cardio- efectuat in serviciul UPU
— BNP usor crescut <2x VN
— CK-MB, TNI, Myo —normal
— D-dimeri 1585 ng/dlI

* Antigen H. pylori negativ



Bleeding while using a NOAC

* Inquire about last NOAC intake
* Blood sample to determine creatinine (clearance), hemoglobin and WBC
= Inquire lab on possibility for rapid coagulation assessment

R W

Mild bleeding  Moderate severe bleeding _Lifethreatening bleeding

|l 7 | a7

= Delay or discontinue next dose Supportive measures : = For dabigatran-treated patients: idarucizumab 5g IV
* Reconsider concomitant medication * mechanical compression
* endoscopic hemostasis if gastro-intestinal bleed Otherwise, consider:
= surgical hemostasis * PCC (e.g. Beriplex®, CoFact®™) 50 U/kg; +25 U/kg if indicated
= fluid replacement (colloids if needed) e aPCC (Feiba®) 50 U/kg; max 200 U/kg/day
* RBC substitution if needed
* fresh frozen plasma (as plasma expander) * ((rFVila (NovoSeven®) 90 ug/kg no data about additional
* platelet substitution (if platelet count s60x10%/L) benefit ))
For dabigatran:

* maintain adequate diuresis

= consider hemodialysis

* consider idarucizumab 5g IV (approval pending)
= ( charcoal haemoperfusion?)

Figure 2 Management of bleeding in patients taking NOACSs. Possible therapeutic measures in case of minor or severe bleeding in patients on

NOAC therapy. Based on van Ryn et al.**



Tratament

* Oprirea administrarii DOAC
* Hidratare corespunzatoare si suplimentare K*
 Control glicemic cu insulina rapida

« Administrare in bolus de 80mg esomeprazol asociat cu
antihistaminic H2

— Continuat cu 72h pev continuu

« 2 unitati de PPC



Tratament- Asociat

* HMMM

— Enoxaparina 0,6ml sc la 12h prima doza de la internare pana la disparitia

melenel
— Apoi 0,6ml la 12h

« Carboximatoza ferica 19
— Deficitul calculat conform ecuatiei Ganzoni
este de 718mg ( Hb tinta 12g/dl)

(

3

enoxaparin

|
L

-

ferric carboxymaltose
solution
for injection/infusion
ferinject®
1 vial (10 ml)

- 50 mg iron/ml




Diagnostic

 Gastrita acuta hemoragica indusa de consumul AINS

* Anemie normocroma normocitara secundar hemoragica
* Hipopotasemie

* Hiperuricemie



Evolutie

e Favorabila

e Continuarea tratamentului cu HMMM pana la disparitia melenei
« Continuarea tratamentului cu IPP cel putin 6 saptamani

« Gastroscopie de control
— Absenta hemoragiei cu mentinerea unei congestii fundice si corporeale



Risc crescut de s

 Cel putin 2% din paci

avea un eveniment m

— 20% populatia Roman
Romania)

» Daca doar 3% au fibrilatie

W 250 to 325
W 325 to 400
400 to 475
475 to 550
550 to 625
625 to 700
700 to 775

2400 pacienti/an cu o sangerare majora

Prevalence of atrial fibrilation and flutter (per 100,000) by region, 2010

Chugh SS, Havmoeller R, Narayanan K, et al. Worldwide epidemiology of atrial fibrillation: a Global Burden of Disease 2010 Study. Circulation. 2014;129(8):837—847.

doi:10.1161/CIRCULATIONAHA.113.005119



Cum reducem riscul?

Table 12 Modifiable and non-modifiable risk factors
for bleeding in anticoagulated patients based on
bleeding risk scores

Modifiable bleeding risk factors

Hypertension (especially when systolic blood pressure is >|60 mmHgf*=
Labile INR or time in therapeutic range <60%" in patients on vitamin

K antagonists

Medication predisposing to bleeding, such as antiplatelet drugs and
non-steroidal anti-inflammatory drugs™

Excess alcohol (28 drinks/week)*

Potentially modifiable bleeding risk factors
Anaemia®=4

Impaired renal function®®~4

Impaired liver function™

Reduced platelet count or function®
Non-meodifiable bleeding risk factors

Age" (>65 yearsy (275 years)'=

History of major bleeding~4

Previous stroke™

Dialysis-dependent kidney disease or renal transplant=
Cirrhotic liver disease®

Malgnangy

Genetic factors®

Biomarker-based bleeding risk factors
High-sensitivity troponin®

Growth differentiation factor-15

Serum creatinine/estimated CrCF

A ———




Sangerarea gastrointestinala la pacientii cu ACO

* Istoricul de sangerare cat si prezenta anemiei sunt parti componente ale
evaludrii unui pacient ce prezinta indicatie de ACO

* MAJORITATEA sangerarilor sunt gastrointestinale

« Comparativ cu warfarina, riscul de sangerare Gl a fost crescuta pentru
— Dabigatran 150 mg bid
— Rivaroxaban 20mg od
— Edoxaban 60mg od

* Riscul de sangerare gastrointestinala a fost similar cu warfarina pentru

— Dabigatran 110 mg bid
— Apixaban 5mg bid

« PACIENTII CARE AU SURSA DE SANGERARE IDENTIFICATA POT FI
REINITIATI CU ACEIASI DOZA



Recomandarile post sangerare

* Tratamentul anticoagulant trebuie oprit temporar pentru controlul
sangerarilor active

 Contraindicatii absolute dupa o sangerare sunt rare

« Cand exista sangerari repetate schimbarea anticoagulantului poate fi
luata in considerare

* Unele cauze pot fi identificate si rezolvate
— Ulcere digestive
— Hipertensiune necontrolata
— Anevrisme cerebrale

* Reinitierea anticoagularii dupa un eveniment este justificabila clinic



Dar pacienta are boala cronica
de rinichi.....

e Stage IlIA

— CKD-EPI 54 ml/min/1,73mp body surface

CrCl

95 ml/min

50 milfrmin

40 ml/min

30 ml/min

15 mil/min

Figure 4 Use of non-vitamin K antagonist oral anticoagulants according to renal function. *2 = 110 mg in patients at high risk
SmPc). *Other dose reduction criteria may apply (weight <60 kg, concomitant potent P-Gp inhibitor therapy). %2 %25 mg only if at
three fulfilled: age =80 years, body weight <60kg, creatinine =1.5 mg/dL (133 pmol/L). Orange arrows indicate cautionary use (dabi
ate renal insufficiency, FXa inhibitors in severe renal insufficiency, edoxaban in ‘supranormal’ renal function); see text for details.

Dialysis

Dabigatran

Rivaroxaban

30 mg

Edoxaban Apixaban

Serum Creatinine:

Serum Cystatin C:

Age:

Gender:

Race:

Standardized Assays:

Remowve body surface adjustment:

CALCULATE

Results

CKD-EPI creatinine equation {2009)

1 ® mg/dL ) pmol /L

ma,/L

78 Years

L Male '™ Femals

) Black '® Other

‘® yes ) No

'Yes ™ Np

54

CKD-EPI creatinine-cystatin eguation (2012) MSA

CKD-EPI cystatin C equation {2012)

MDRD study eguation

M/ A

54

For persons under 18 years of age, use the pediatric GFR calculator.

IS IT CKD?

' Mot Sure

' Mot Sure

mL/min/1.73m?2
mL/min/1.73m?2
mL/min/1.73m?2

mL/min/1.73m?2

Either of the following must be present for =3 months to be CKD:

« GFR less than 60 =3 months

« ACR =30 ma/g or other markers of kidney damage

Click to learn more.

Equation used to estimate GFR?

= CKD-EPI Creatinine (2002)

' CKD-EPI Creatinine-Cystatin C (2012)

' CKD-EPI Cystatin € (2012}

' MDRD Study Equation




Interactiuni

ale DOAC

T e

Antiphlogistics
MNaproxen P-gp -~ Mo data yet - +55% Mo effect (but ~No datayet
competition : : pharmacodynamically 2
increased
bleeding time)
Antacids
H2B; PPI; Al-Mg-hydroxide Gl absorption Minus 12- No effect No effect No effect
30%
Others

Carbamazepine®;
Phenobarbital®;
Phenytoin®;

St John's wort?

P-gp/ BCRP and
CYP3A4/CYP2)
2 inducers

Other factors:

minus
66%

minus
54%

Up to minus
50%

Age = 80 years Increased b d
plasma level

Age =75 years Increased d
plasma level

Weight = 60 kg Increased b

plasma level

Renal function

Increased
plasma level

See specific dose instructions according to renal function

Via Dabigatran Apixaban Edoxaban Rivaroxaban
Antiarrhythmic drugs:
Amiodarone moderate P-gp +12-60% No PK data? +40% Minor effect® (use
competition with caution if
CrCl <50 ml/min)
Digoxin P-gp No effect Nodata yet No effect No effect
competition Y~
Diltiazem P-gp No effect +40% No. data yet Minor effect (use
competition and with caution if
weak CYP3A4 CrCl 15-50
inhibition mi/min)
Dronedarone P-gp NOPK orPD | +85% (Reduce IN‘I"‘le;F'aJ;F eﬁu.;t
competition and “data: caution | NOAC dose by |- but’no PK'or PD.
CYP3A4 50%) dara: caution and
inhibition - tiytoavoid
Quinidine P-gp +53% No data yet +77% ¢ E;Eapt Sf‘il"_lcr‘é‘as_g
competition (No dose - uhknown
reduction .
required by label) 7 7
Verapamil P-gp +12-180% Mo PK data +53% (SR) Minor effect (use
competition (reduce (No dose with caution if
(and weak NOAC dose reduction CrCl 15-50
CYP3A4 and take required by mi/min)
inhibition) simultaneously) label)
Other cardiovascular
drugs
Atorvastatin P-gp +18% No data yet No effect No effect

competition and

Other increased bleeding
risk

Pharmacodynamic interactions (antiplatelet drugs; NSAID; systemic
steroid therapy; other anticoagulants); history of Gl bleeding; recent
surgery on critical organ (brain; eye); thrombocytopenia (e.g.
chemotherapy); HAS-BLED =3




Discutie

* Artroza este o boala debilitanta pentru persoanele varstnice
— Necesita frecvent asocierea de antalgice potente si AINS pentrul controlul
simptomelor
- Imbatranirea populatiei creste incidenta fibrilatiei atriale si riscul de
expune pacientii la tratament cu antiinflamatoare

* Anemia la persoanele varstnice nu este usor tolerata si este un factor de
agravare al suferintelor cronice cardiovasculare

* In cazul de fata pentru o conduita prudenta pacientel | S-a prescris
pentru 2 luni Apixaban 2,5 mg bid, urmat ulterior de reevaluare si
prescriere apixaban 5 mg bid




De retinut

* DOAC sunt “patient friendly”

— Nu necesita monitorizare INR

» Chiar si pacientii varstnici pot fi reinitiati pe acelasi anticoagulant la
aceiasi doza sau mai mica daca se stabileste sursa sangerarii si n
functie de statusul clinic

* Riscurile de decompensare a afectiunilor cardiace in caz de anemie
este mai mare la pacientii cu afectiuni cardiovasculare preexistente
— Anemia scade aportul tisular de oxigen



