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Treatment guidelines for upper gi bleed

Diagnosis and management of non-variceal upper gastrointestinal bleeding: European Society of Gastrointestinal Endoscopy (ESGE) Guideline. Goutnek IM, Dumonceau JM, Kuipers EJ, Lanas A, Sanders DS, Kurien M, Rotondano G, Hucl T, Dinis-Ribeiro M, Marmo R, Racz I, Arezzo A, Hoffmann RT, Lesur G, de
Franchis R, Aabakken L, Veitch A, Radaelli F, Salgueiro P, Cardoso R, Maia L, Zullo A, Cipolletta L, Hassan C. Gralnek IM, et al. Endos. 2015 Oct;47(10):a1-46. doi: 10.1055/s-0034-1393172. Epub 2015 Sep 29. Endoscopy. 2015. PMID: 26417980 This policy covers how bleeding in the upper gastrointestinal area can
be effectively managed in adults and adolescents aged 16 and over. It aims to identify which diagnostic and therapeutic steps are useful so that hospitals can develop a structure in which clinical teams can provide an optimal service for people developing this condition. In August 2016, we added a footnote to
Recommendation 1.7.1 that approved proton pump inhibitors and H2 receptor antagonists for use and classified as off-label. Recommendations This directive contains recommendations on: who is it for? Health professions People over 16 years of age with acute gastrointestinal bleeding in the upper gastrointestinal area
and their families and caregivers Is this policy up to date? We reviewed this directive in November 2018. We have not found any new evidence to affect the recommendations of this directive. Guideline Development Process How we develop NICE guidelines This policy was formerly referred to as acute upper
gastrointestinal bleeding: management. The recommendations in this guideline represent the view of NICE, which was found after careful consideration of the available evidence. Professionals and practitioners are expected to take full account of this Directive in the exercise of their judgment, together with the individual
needs, preferences and values of their patients or of the people who use their services. It is not mandatory to apply the recommendations and the Guideline does not override the responsibility to take decisions appropriate to the circumstances of the individual in consultation with them and their families and carers or
guardians. Any problems (undesirable events) related to a medicinal product or medical device used for treatment or in a procedure should be reported to the Medicines and Healthcare Products Regulatory Authority using the Yellow Card Scheme. Local commissioners and healthcare providers are responsible for
ensuring that the directive can be applied when individual professionals and people using services wish to use it. They should do so within the framework of local and national priorities for the financing of develop services and in the light of their obligations, take due account of the need to eliminate unlawful discrimination,
promote equal opportunities and reduce health inequalities. Nothing in this directive should be interpreted in a way that would be incompatible with compliance with those obligations. Commissioners and providers have a responsibility, responsibility, clean health and care system and should assess and reduce the
environmental impact of implementing the NICE recommendations wherever possible. Acute bleeding in the upper gastrointestinal area (UGIB) is common, but the annual incidence has decreased: from 78 to 61 cases in 100,000 people between 2001 and 2009 in a survey (1). Nevertheless, the 30-day mortality rate
remains high at up to 11% (2). The most recent guidelines for the management of UGIB were published primarily between 2010 and 2015, among others from our group (2003, with an update in 2010) (3, 4), the American College of Gastroenterology (2012) (5), the American Society for Gastrointestinal Endoscopy (2012)
(6), the National Institute for Health and Care Excellence (NICE) (in 2012) (7) and the European Society of Gastrointestinal Endoscopy (in 2015) (8). More recently, the guidelines of the Asia-Pacific Working Group 2018 have been updated (9). The management of UGIB has evolved with new endoscopic techniques, and
the pharmacological landscape has changed. Anticoagulants or platelet therapy, including combination therapy, is becoming more common, significantly increasing the risk of UGIB (10). Therefore, the International Consensus Group agreed that an update of the recommendations for the management of UGIB (4) from
2010 is warranted. Similar to the 2003 (3) and 2010 (4) guidelines, this update focuses on diereanimation and risk assessment; pre-endoscopic, endoscopic and pharmacological conduction; and secondary prophylaxis for recurrent UGIB. Specific PICO issues (patient population, intervention, comparator and outcome)
were developed by the Kochairs (A.N.B. and M.B.), the Steering Committee (L.L., M.A., J.S. and E.J.K.) and the METHODologists of GRADE (Grading of Recommendations Assessment, Development and Evaluation) (F.T. and G.I.L.) The sources included the basis of evidence of previous guidelines (3, 4) and English-
language literature research by MEDLINE, EMBASE (Elsevier), the Cochrane Database of Systematic Reviews (Wiley) and the Cochrane Central Register of Controlled Trials (Wiley), conducted by the editorial board of the Cochrane Upper Gastrointestinal and Pancreatic Diseases Group at McMaster University. Initial
searches were carried out from the foundation of the database until 2 April 2018, with additional, focused searches until mid-May 2018. Important search terms and details of the search strategies are listed in Supplement 1. Conference abstracts, case reports and animal testing were excluded. Teams of reviewers (A.B.,
M.B., X.C., L.L., G.I.L. and F.T.) presented titles and abstracts in two-demund productions and independently of each other and received complete texts of potentially relevant studies. The examiners also scanned bibliographies of retrieved Reviews. The Kochairs, the Steering Committee and the Methodologies then
selected the studies that are relevant to each PICO issue. Discrepancies in inclusion have been highlighted by Modified version of AMSTAR-2 (A Measurement Tool to Assess Systematic Reviews) (11) was used as a decision-making tool to evaluate the methodological quality of existing systematic reviews. As a base
source, we have selected the most up-to-date of the well-executed, relevant systematic evaluations. Selected assessments were used in whole or in part (with only some of the following components: studies, study characteristics, numerical data extractions, forest areas or risk-of-bias tables) and were updated or
improved as needed by adding new studies, removing inappropriate studies or further evaluating the quality of the studies included (supplement Annex 2). The methodologies (F.T. and G.I.L.) assessed the risk of bias, indirectness, inconsistency, inaccuracy and other limitations (including publication biases) of the
evidence using the GRADE approach (12). The overall quality of the evidence (QoE) was rated as very low, low, moderate or high for each recommendation. For each PICO question, evidence profiles (GRADE tables) were created that contained clear descriptions of benefits and damage, as well as a QoE assessment
for individual results. The profiles, systematic checks and meta-analyses were made available to the voting participants 1 week before the consensus meeting (Supplement 2). A declaration (A1) met the best practice criteria (13). The Consensus Group agreed that this recommendation was clinically obvious and that the
collection and analysis of evidence was unnecessary. Participants in the multidisciplinary consensus group came from 11 countries and included gastroenterologists, a cardiologist, a hematologist, a radiologist, a surgeon and an emergency physician. Up to 20 voting participants participated in the meeting for each
statement (numbers varied, mainly due to travel difficulties), 2 non-voting GRADE methodologies and one non-voting moderator (J.K.M). The Kochairs, other members of the Steering Committee and Methodologies compiled a list of new and old statements presented to the group via an anonymous, web-based
consensus platform (ECD Solutions). By conference call, the members of the Steering Committee agreed on the explanations justifying inclusion in the Guideline by focusing on priority areas. With a modified Delphi procedure (14), all voting participants have modified and completed the new statements. After examining
the evidence profiles, participants anonymously voted on their degree of agreement or rejection of each statement and submitted comments. The votes were non-binding and were designed to measure the extent of the agreement and the pattern of uncertainty of evidence in order to allocate time for during the meeting.
The Canadian Association of Gastroenterology (CAG) office tabulated the votes and comments and presented the group's findings. Although these were initially discussed in the form of declarative statements, they were dealt with by the methodologies before the consensus on specific PICO issues. Edited. At a two-day
consensus meeting in May 2018, the Group applied the GRADE Evidence Decision Framework to move from evidence to recommendations by assessing 7 key criteria: the balance between desirable and undesirable effects, quality (safety) of evidence, variability of patients' values and preferences, resource needs, cost-
effectiveness, acceptance and feasibility (supplement Annex 2) (15-17). Participants voted as yes, uncertain or no to the direction of the PICO question (for or against). Consensus for or against a particular strategy was reached when at least 75% of participants voted 'yes' or 'no'. On PICO issues on which agreement
was reached, the Group then discussed the strength of the recommendation (strong vs. conditional) by taking into account the factors involved in the taking of evidence of decision-making (18). In cases of low or very low QoE, unless at least one of the other 3 factors was overwhelmingly strong, the strength of the
recommendation (without voting) with the expression we suggest would be conditionally reduced. If the explanation warranted a vote and at least 75% of the participants voted strongly, the recommendation with the sentence we recommend would be described as strong. No consensus was reached on 4 PICO questions
(no recommendation A to D) as less than 75% of participants voted either yes or no. No relevant statements have been developed for these questions, but the relevant evidence and discussions are briefly summarized in the text. The lead procedure was monitored by the CAG Clinical Affairs Committee to ensure
methodological quality and a transparent, unbiased, evidence-based decision-making process. The recommendations are based on findings from the literature and consensus discussion and may not fully reflect product labelling for a particular country. The manuscript was originally written by the co-chairs (A.N.B. and
M.B.) and the GRADE experts (F.T. and G.I.L.). It was reviewed and revised by the members of the Steering Committee (E.J.K., J.S., L.L. and M.A.) before being submitted to the full consensus group for feedback. Finally, the manuscript was published on the CAG website and members were asked by email to submit
comments over a two-week period. In accordance with the CAG Directive, written information on conflicts of interest for the 24 months preceding the consensus meeting was provided by all participants and made available to the Group. The consensus meeting was financed by unrestricted, weapon-long grants to the
CAG from the Institute of Nutrition, Metabolism and Diabetes of the Canadian Institutes of Health Research and the Saudi Gastroenterology Association. The CAG all aspects of the meeting; the sources of funding were not involved in or knowledgeable in any part of the process, from the development of search strings
and declarations to the preparation and approval of these guidelines. Each statement is followed by probative force on the basis of GRADE analyses. GRADE analyses. a discussion of the evidence. The results of the vote are in Table 1, together with summaries of the new recommendations from this Consensus,
recommendations revised from the 2003 and 2010 Guidelines (3, 4), and recommendations that remained unchanged because most of the Group felt that they did not currently require revision (3, 4). Table 1. Summary of consensus recommendations for the management of UGIB*Resuscitation should be initiated for
patients with acute UGIB and hemodynamic instability. (Indicates a Good Practice statement.) Fluid resuscitation should be initiated in patients with UGIB and hemodynamic instability, as hemorrhagic shock can lead to multi-organ failure and death. The objectives of fluid resuscitation are to restore end organ perfusion
and oxygenation of the tissue, while steps are taken to control bleeding. Uncertainty remains regarding the type of fluid (colloid vs. crystaloid) and the rate and timing of resuscitation (aggressive vs. restrictive). A systematic review of Cochrane with 70 randomised controlled trials found no difference in mortality between
critically ill patients, the colloids (albumin or plasma protein fraction, hydroxyethyl starch, modified gelatin, dextran, colloids in hypertonic crystallooid or colloids in isotonic crystallooid) and those receiving crystallooids (normal saline, wrestling lactate or hypertonic saline) for resuscitation of fluids (19). A small randomized
study conducted in patients with UGIB with hemorrhagic shock found no statistically significant difference in mortality between hypertonic saline extras and ringer lactate (relative risk [RR], 0.18 [95% CI, 0.02 to 1.41]) (20). A large study published after the systematic review, which included 2857 seriously ill patients,
showed no difference in 28-day mortality between patients receiving colloids and those receiving crystalloids (21). The study showed an unexpected borderline reduction in 90-day mortality in patients receiving colloids (RR, 0.92 [CI, 0.86 to 0.99]) – a finding considered hypothesis-generating (21). Since the current
findings do not show that colloids increase survival rates compared to crystalloids and because colloids are more expensive, the consensus group agreed that routine use in clinical practice is not justified (19). There is also uncertainty about the type of crystallineoid used in the resuscitation of liquids. A recent
randomised study of 15,802 critically ill patients showed a slight reduction in acute renal injury (odds ratio [OR], 0.91 [CI, 0.84 to 0.99]) and possible slight reduction in hospital mortality (10.3% vs. 11.1%; P = 0.08) with symmetrical crystalloids (e.B. wrestler lactate) vs. saline (22). Animal models have shown that early
aggressive resuscitation of fluids to increase blood pressure to normal can worsen blood loss, disrupt clotting and increase mortality (23, 24). The alternative is a restrictive or antihypertensive resuscitation in which fluid fluid Endpoint is smaller than Normotension. A systematic review of Cochrane included 6 randomized



trials that examined the timing and volume of fluid administration in 2128 patients with bleeding. The studies were heterogeneous in terms of patient types, clinical settings, fluid types and resuscitation protocols (25). None found restrictive resuscitation of liquids (with a delayed or smaller volume of liquids) as worse than a
more aggressive fluid resuscitation (with an early or larger volume of liquid) in terms of mortality (25). Two randomized studies published since the review also found no differences in mortality between restrictive and aggressive resuscitation in patients with trauma and hemorrhagic shock (26, 27). The consensus group
agreed that the evidence was insufficient to make a recommendation on restrictive resuscitation of liquids. The important problem in patients with hemorrhagic shock due to trauma or UGIB is to stop the bleeding and at the same time minimize the hemodynamic compromise. For patients with acute UGIB, we recommend
using a Glasgow Blatchford score of 1 or less to identify patients who have a very low risk of bleeding or mortality and therefore may not require hospitalization or inpatient endoscopy. (GRADE: conditional recommendation, inferior evidence) In patients with acute UGIB, the consensus group could not recommend or
oppose the use of the rockall pre-endoscopic prognosis scale to identify patients who have a very low risk of bleeding or mortality and therefore may not require hospitalization or inpatient endoscopy. (GRADE for PICO: Very inferior evidence) For patients with acute UGIB, we recommend not to use the AIMS65
prognosis value to identify patients who have a very low risk of bleeding or mortality and therefore may not require hospitalization or inpatient endoscopy. (GRADE: conditional recommendation, inferior evidence) Evidence profiles for the 3 most studied prognostic scores (Glasgow Blatchford [GBS], pre-endoscopic rockall
and AIMS65) were considered separately. The QoE review focused on studies evaluating the use of pre-endoscopic assessment systems to identify patients at a very low risk of adverse outcomes. No randomized studies were identified that directly evaluated the clinical impact of use compared to the use of prognostic
scales. Therefore, the evidence was derived from before-and-after studies (28) and diagnostic test accuracy studies that determined the replacement result of the diagnostic accuracy of the balance. A before-and-after study by Stanley and colleagues (28) evaluated a strategy to prevent the admission of emergency
patients with UGIB who were predicted to have a very low risk of adverse outcomes (GBS of 0). This reduced the number of hospitalizations, and no difference in safety results was found, although the study was not driven for safety results. The relevant evidence included 2 high-quality systematic reviews and meta-
analyses of diagnostic test accuracy studies (7, 29) and 2 2 Studies characterised by their quality and sample sizes (30, 31). The sensitivity of low cutoff scores for the detection of patients at high risk for adverse clinical outcomes was very good for GBS (0.99) and pre-endoscopic rockall scores (range, 0.93 to 0.96, but
with more heterogeneity) and lower for AIMS65 (range, 0.78 to 0.82) (Annex Table 1) (7, 29-31). Annex Table 1. Pooled sensitivity and specificity of pre-endoscopic scoring systems to identify high-risk patients for adverse clinical outcomes For GBS and AIMS65, QoE was low, with evidence of indirectness, inaccuracy
and inconsistency downgraded. For the pre-endoscopic Rockall score, QoE was very low, with the evidence downgraded for the same reasons and risk of distortion. The use of prognostic scales and the early discharge of low-risk patients have the potential to reduce the need for endoscopy, hospitalizations and
associated costs without increasing the damage. Sensitivity to identifying high-risk patients is a critical outcome, as it is important not to mistakenly classify a high risk as low-risk when making decisions about early discharge. Specificity is less crucial because low specificity leads to more low-risk patients being admitted
to hospital, but not in high-risk patients who are discharged. Patient preferences should also be taken into account; some patients prefer diagnostic safety, while others prefer not to be admitted to hospital. Other factors in taking early discharge into account include urban and rural environment, access to hospital or
ambulance services, access to endoscopy a-hours and reimbursement issues. Whether the use of a prognostic scale leads to better patient outcomes than the use of a clinical judgment alone is not known. As the clinical judgment cannot be standardised, the Consensus Group agreed that the use of a prognostic
assessment system would help to ensure consistent risk assessment and communication. Education is now necessary to embed an assessment tool in clinical practice (e.B. in electronic medical records). The consensus group proposes GBS as the preferred prognostic tool due to its high sensitivity (misclassification of
≤1% of high-risk patients as low-risk). The pre-endoscopic Rockall scale has good sensitivity, but can misclassify 4% to 7% of high-risk patients. In view of differing views on threshold sensitivity for discharge, the Consensus Group could not recommend or not of the pre-endoscopic Rockall score. THE AIMS65 is
designed to be used with high cutoff levels to identify high-risk patients (32) rather than low-risk patients for safe discharge. The consensus group suggested that YOU do not use AIMS65 in this setting, as even at low cutoff levels, about 20% of high-risk patients can be wrongly classified as low-risk. In patients with acute
UGIB without underlying cardiovascular disease, we recommend giving blood transfusions to patients with hemoglobin levels of less than 80 g/L. (GRADE: conditional Inferior evidence)Evidence of a hemoglobin threshold for the efficacy and safety of red blood cell transfusions was found in a summary of studies
comparing restrictive (70 to 80 g/L) compared to liberal (90 to 100 g/L) transfusion thresholds for patients with acute UGIB (33). In the systematic review of 5 randomised controlled trials in patients with UGIB (n = 1965), a restrictive transfusion was associated with a lower risk of overall mortality (RR, 0.65 [CI, 0.45 to
0.97]) and further bleeding (RR, 0.58 [CI, 0.40 to 0.84]) (33) (Annex Table 2). No subgroup differences were found in the risks of myocardial infarction, stroke or transient ischemic attack or acute kidney injury (33) or in the rate of surgical or radiological interventions between the two strategies (34, 35). These data have
been downgraded due to a serious risk of bias and serious indirectness. However, the QoE for the superiority of the restrictive transfusion strategy is higher (less indirect) than the QoE for certain transfusion thresholds. Annex Table 2. Pooled relative and absolute risks to adverse outcomes, After restrictive or liberal RBC
transfusion thresholds in patients with UGIBTwo further systematic reviews and meta-analysis, the supporting data on patients in different clinical environments (cardiac surgery, orthopaedic surgery, vascular surgery, acute blood loss or trauma, critical care, acute myocardial infarction and haematological cancer)
including UGIB, found no difference in 30-day mortality, re-bleeding, heart events, myocardial infarction or stroke between the two strategies in the combined patient groups (36, 37). The data indicate that a restrictive transfusion strategy is beneficial in patients with UGIB (33) and is not associated with adverse events
(36, 37). The restrictive threshold led to a decrease in the proportion of patients exposed to transfusions (36, 37) and the average number of transfunded units (33). A study evaluating direct and indirect costs reported that the total cost per red blood cell in 2008 was about US 760 US dollars (38). Although the cost per
unit can vary widely per institution, a restrictive strategy is probably the most cost-effective. Only 3 randomised studies provided mortality data in the UGIB-specific review, with 2 high-quality studies providing 98.2% of the weight in metaanalysis (33). A single-centre study showed a reduction in mortality and bleeding with
a haemoglobin threshold of 70 g/L compared to 90 g/L (35), while a randomised cluster study did not mortality or bleeding with a threshold of 80 g/L compared to 100 g/L (34). Although they are not hemoglobin thresholds, 1 study in UGIB patients with hemodynamic instability found no difference in mortality between early
and delayed blood transfusion; However, the study was understated (RR, 5.4 [CI, 0.3 to 107.1]) (39). Factors that may influence the timing of transfusions are the availability of vein puncture personnel, vein puncture personnel, assessments, time of blood typing, availability of units, hemodilution factors and degree of
hemodynamic stability. In addition, some patients may have underlying, undiagnosed cardiovascular disease, potentially putting them at higher risk of negative outcomes. Therefore, the consensus group suggested that a more conservative hemoglobin threshold of 80 g/L with a target of more than 80 g/L is cautious. The
threshold recommendation does not apply to patients with exsanguinating bleeding. When adjusting the acute blood loss, hemoglobin levels can initially remain unchanged from the baseline due to plasma equilibrium times. In such situations, transfusion should not only be dictated by the current hemoglobin level, but
should take into account the predicted decrease in hemoglobin and the clinical status of the patient. In patients with acute UGIB and underlying cardiovascular disease, we recommend giving blood transfusions at a higher hemoglobin threshold than in patients without cardiovascular disease. (GRADE: conditional
recommendation, very inferior evidence) Two meta-analyses, 1 in patients with UGIB (33) and 1 in patients with cardiovascular disease in different clinical environments (40), included an analysis of 1 randomized study (34) that provided subgroup data on patients with and without cardiovascular disease. This small,
undermotorized study (34) found no significant difference between liberal (hemoglobin threshold, 100 g/L) and more restrictive (hemoglobin threshold, 80 g/L) Transfusion in relation to mortality (RR, 4.10 [CI, 0.86 to 19.47]) (40) or further bleeding in adults with or without ischaemic heart disease (RR, 0.50 [CI, 0.23 to
1.12] and RR, 0.69 [CI, 0.13 to 3.77]) (33). This study was downgraded due to serious risk of bias (lack of glare, possible selection bias) and very serious inaccuracy (very small sample size). A re-analysis of the overall data from the meta-analysis of 11 studies in patients with cardiovascular disease (40) showed no
significant differences between the liberal (90 to 113 g/L) and the restrictive (70 to 97 g/l) strategies in relation to 30-day mortality (RR, 0.87 [CI, 0.67 to 1.13]) or acute pulmonary edema (RR, 1.58 [CI, 0.55 to 4.53]), however, found a reduced risk of cardiovascular events (RR, 0.56 [CI, 0.37 to 0.85]) with the liberal
transfusion strategy. This analysis has been downgraded due to the serious risk of bias, very serious indirectness and serious inaccuracy. Due to the different results of the studies and the meta-analyses, several sensitivity analyses were carried out. Although the results became less accurate, the direction of action did
not change. The data that a more liberal hemoglobin threshold for transfusions may be associated with a lower risk of cardiovascular events in patients with cardiovascular disease. This is based on data from studies in different clinical environments with heterogeneous patient subgroups (e.B. patients with coronary
syndromes, ischemic heart disease, heart disease, peripheral vascular disease or stroke or those with only cardiovascular risk factors such as high blood pressure and diabetes). The impact of liberal and restrictive transfusion strategies may vary between different subgroups. In addition, different definitions were used for
the restrictive and liberal groups, including hemoglobin levels and the presence of anemia, and hemoglobin cutoff levels varied. Based on these limited data, the consensus group proposed to consider a higher hemoglobin threshold in patients with cardiovascular disease than in patients without cardiovascular disease
(&lt;80 g/L; statement A4). The group did not recommend a specific cutoff and explained that a cutoff would depend on other factors, including the clinical status of the patient, the nature and severity of cardiovascular disease and the severity of bleeding. NICE's guidelines recommend a higher degree of transfusion for
patients with cardiovascular disease than for patients without cardiovascular disease, while AABB (formerly known as the American Association of Blood Banks) (41) recommends a hemoglobin threshold of 80 g/L for patients with cardiovascular disease, compared to 70 g/L for patients without cardiovascular disease.
Again, this statement does not apply to patients with exsanguinating bleeding who may need a more liberal transfusion. In patients with acute UGIB who receive anticoagulants (vitamin K antagonists, direct oral anticoagulants), we recommend not to delay endoscopy (with or without endoscopic hemostatic therapy).
(GRADE: conditional recommendation, very inferior evidence) No systematic reviews, randomised or observational studies were found specifically to treat the timing of endoscopy as the primary outcome in patients receiving anticoagulants. A retrospective cohort study in patients with acute UGIB (47%) or lower
gastrointestinal bleeding compared 157 patients with anticoagulants with 157 matching control participants (42). An internationally normalized ratio (INR) of more than 2.5 was observed in 22.9% of patients receiving anticoagulants, compared to 6.4% of the participants. No statistically significant differences in bleeding
rates were observed (13.4% vs. 15.9%; P = 0.52) or thromboembolism (5.7% vs. 3.2%; P = 0.68) between the anticoagulant and control groups. In patients receiving anticoagulants, early endoscopy (&lt;24 hours after commencement) was not associated with bleeding (OR, 0.7 [CI, 0.3 to 1.8]), thromboembolic events
(OR, 0.5 [CI, 0.1 to 2.1]) or endoscopic side effects (0%) Connected. Bleeding was also not associated with an INR of 2.5 or higher (OR, 0.7 [CI, 0.2 to 2.3]). In for this, thromboembolism was probably associated with an INR of 2.5 or more (OR, 7.3 [CI, 1.5 to 35.3]) and the use of a reversing agent (OR, 4.1 [CI, 1.0 to
16.5]) (42) due to a rapid correction of INR peridoscopeic (43, 44). No differences in denbleeding or thromboembolism risks were found between patients receiving direct oral anticoagulants (DOACs) and patients receiving warfarin. However, Use of warfarin had a greater need for transfusion (4.3 ± 5.9 units vs. 2.2 ± 3.1
units; P = 0.046). The periennoscopic use of a reversing agent (vitamin K) was associated with a higher risk of thromboembolism, but not with re-bleeding, while a coagulant-inhibiting interruption did not affect the risk for both outcomes. The results of anticoagulant use in patients with UGIB were not reported separately,
but UGIB was associated with a higher rate of endoscopic therapy and transfusions compared to lower gastrointestinal bleeding, suggesting that the combined results may not be fully generalizable for patients with UGIB (42). This study was downgraded due to serious indirectness and inaccuracy. For patients receiving
anticoagulants, the 2010 UGIB guidelines suggested correcting coagulopathy but not delaying endoscopy (4). This recommendation was made on the basis of cohort studies suggesting that early endoscopy (≤24 hours) in patients using anticoagulants can be safely performed after partial correction of inR without
increasing bleeding rates compared to people who do not use anticoagulants (45, 46). In the study by Nagata and colleagues (42), an antigernant interruption had no effect on risks and no increased risk was found in patients with an INR of 2.5 or more. The consensus group cannot specify an INR boundary level that
should encourage a correction of the INR. Although the available new data was limited, the introduction of the DOACs prompted the update of this recommendation. Nagata and colleagues (42) found that patients who received DOACs had less need for transfusion than patients who received warfarin. The DOACs have a
short half-life – 8 to 12 hours – and their anticoagulant effect dissolves faster than warfarin. Sekehrmittel are now available, although criteria for their use in patients with UGIB are not yet defined and availability may be limited in some areas. Whether the type or extent of anticoagulation would affect the type of
endoscopic hemothmatic therapy was not discussed. Other guidelines recommend the administration of vitamin K, supplemented with intravenous prothrombin complex concentrate (PCC), with the use of fresh frozen plasma only when PCC is not available (8, 9, 47). Four-factor PCC has shown efficacy in correcting INR
(43, 44), as well as targeted anticoagulane reversing agents (48, 49). Some data indicate a higher risk of thrombosis with rapid reversal of anticoagulation (42, 48), but this goes beyond the scope of these guidelines. The Consensus Group agreed that the degree of coagulopathy should be assessed objectively before
therapeutic decisions are made. The coagulation agent, the physiology of the patient and the adherence to therapy by the patient can affect the anticoagulation. Due to the recognized benefits of early endoscopy (declaration B3), coagulopathy should be treated as necessary, but endoscopy should not be delayed. For
patients with acute UGIB, we recommend early endoscopy (within 24 hours of presentation). (CLASS: (CLASS: Recommendation, very inferior evidence)Evidence for early endoscopy was evaluated separately for patients at low and high risk of adverse outcomes (death, bleeding) (supplement Annex 2). Low-risk
patients: Two systematic reviews (4, 50) including 3 randomized trials (51-53) evaluated the time of endoscopy in patients with UGIB. Two of the studies included low-risk patients who were randomly assigned to early endoscopy (within 1 to 2 hours vs. 1 to 2 days [52] or within 6 hours vs. 48 hours [53]). In both studies,
no differences in mortality or bleeding were found between the groups (52, 53), but one study found that early endoscopy reduced the length of stay and the cost of care (52). The QoE was downgraded due to a serious risk of bias, indirectness and very serious inaccuracy. Observational studies have been seriously
confused by the severity of bleeding and comorbidity, which may affect the results in favor of or against early endoscopy. Three retrospective cohort studies contained data reported exclusively or separately on low-risk patients who were adjusted for disruptive factors (54-56). In one study, urgent endoscopy was a
predictor of negative outcomes (composite of death; Bleeding; and surgical, radiological or endoscopic intervention) in low-risk patients with UGIB (adjusted OR, 0.71 per 6 hours [CI, 0.55 to 0.91]) (54). The definition of low-risk risk in this study was a GBS less than 12, rather than the more common GBS of 2 or less. In
another study using the same criterion, the time to endoscopy was not associated with mortality in the hospital (55). In the largest study, low-risk endoscopy was associated with lower hospital mortality within 24 hours (OR, 0.48 [CI, 0.24 to 0.97]), but not again bleeding, compared to later endoscopy (56). The QoE was
downgraded due to a serious risk of bias and indirectness. High-risk patients: See text under No recommendation B. Safety concerns regarding early endoscopy, including the potential for insufficient resuscitation before surgery and the need to perform endoscopy outside of working hours when there are fewer
endoscopy resources available, must be weighed against the potential for worse outcomes due to persistent bleeding. Since such concerns are less of a problem in low-risk patients than in high-risk patients, the decision to perform early endoscopy in low-risk patients is mainly due to cost and length of stay. The in 2010,
most patients with acute UGIB (4) recommended early endoscopy (within 24 hours of presentation). This recommendation was based on data suggesting that early endoscopy enabled safe discharge of low-risk patients, improved outcomes for high-risk patients, and reduced resource consumption (4). Although the data
were very low, they support the conclusion that early endoscopy can be carried out safely for low-risk patients and can reduce resource consumption. In order to reduce hospital stays and costs, the endosco-piste's recommendations for the early discharge of low-risk patients must be In the study, in which early
endoscopy did not reduce resource consumption, only 21% of eligible patients were discharged prematurely (53). Early endoscopy can also lead to more high-risk endoscopic stigmas that would have dissolved spontaneously (52, 53), which can compensate for hospitalization benefits. The availability of endoscopy
resources is an important aspect. A meta-analysis of 20 cohort studies found that patients with UGIB who were hospitalized outside of working hours were less likely to undergo endoscopy within 24 hours and had higher mortality rates (57). This was not the case in hospitals with formal endoscopy services. Based on the
available data, the consensus group proposed to perform endoscopy within 24 hours of presentation for both low-risk and high-risk patients. For high-risk patients, see the discussion under No Recommendation B. In patients with acute UGIB at high risk of bleeding or mortality, the consensus group could not recommend
or against performing endoscopy within 12 hours, compared to subsequent endoscopy. (GRADE for PICO: Very inferior evidence) No randomized study evaluated the timing of endoscopy specifically in high-risk patients with UGIB. A study in patients with stomach ulcers, including a high proportion of high-risk patients
(44% with shock), found no difference in mortality with endoscopy before or after 12 hours (Annex Table 3) (51). The QoE was downgraded due to a serious risk of bias and indirectness and very serious inaccuracy. Annex Table 3. Summary of adjusted results from studies evaluating the timing of endoscopy in high-risk
patients with UGIB or DeathSeven observational studies in high-risk patients with UGIB were evaluated (54-56, 58-61); however, only 2 provided adjusted mortality results (Annex Table 3) (56, 58). One study showed a reduction in mortality with very early endoscopy (&lt;6 hours)= compared= with= later= endoscopy=
(=&gt;6 to ≤48 hours) (58). A large cohort study suggested that in hemodynamically unstable patients, very early endoscopy (≤6 hours) may increase the risk of mortality, while early endoscopy between 6 and 24 hours may reduce the risk of mortality compared to endoscopy outside this period (56). This data has been
downgraded due to a serious risk of bias, inconsistency and inaccuracy. Unadjusted results from observational studies were not taken into account for this guideline. Such results are in conflict and difficult to interpret, as the impact of the bidirectional. More severe bleeding or comorbid diseases are associated with poorer
results and represent a clear propensity for faster endoscopy; However, if the severity is too high, endoscopy may be delayed. Statement B3 recommends endoscopy within 24 hours for patients with UGIB. Whether high-risk patients would benefit from a very early endoscopy (within 12 hours) remains to be seen.
Although active bleeding is associated with a poor prognosis, &lt;/6&gt; &lt;/6&gt; unstable may have more negative consequences during endoscopy. Therefore, very early endoscopy may be associated with a paradoxical negative effect in high-risk patients (56). Due to conflicting data, very different patient populations
(e.B. age, bleeding severity, comorbid conditions or hemodynamic instability) and the potential for damage, the consensus group concluded that there is insufficient data to recommend a more urgent recommendation for or against endoscopy than the 24-hour window in high-risk patients. Practitioners are reminded that
in patients with suspected variceal bleeding, existing recommendations suggest an endoscopy within 12 hours of presentation (62, 63). For patients with acute bleeding ulcers with high-risk stigma, we recommend endoscopic therapy with thermocoagulation or sclerisant injection. (GRADE: strong recommendation,
inferior evidence) For patients with acute bleeding ulcers with high-risk stigma, we recommend endoscopic therapy with (by the scope) clips. (GRADE: conditional recommendation, very inferior evidence) Systematic reviews and meta-analysis have evaluated the role of endoscopic therapy in patients with UGIB (64-67).
One review examined only epinephrine injection alone and in combination (66), while another was reported suboptimally (67). For this directive, the evidence was derived mainly from the evaluations updated in 2009 by Laine and McQuaid (64) and Barkun and colleagues (65), updated with new literature research from
2006 to 2018. No new randomized studies were found for comparing endoscopic treatment without endoscopic treatment; therefore, these analyses remain unchanged (64, 65). Compared to pharmacotherapy or without treatment, reduced thermocoagulation (heating probe or bipolar electrocoagulation) or sclerosant
injection of mortality and bleeding (64, 65). No randomized studies comparing hemoclips without treatment have been found. The QoE was downgraded due to the risk of bias (mainly lack of glare). The QoE for efficacy was moderately combined for all therapies and for sclerisant injection; QoE was low due to
thermocoagulation and was further downgraded due to inaccuracy. For comparisons of different active treatments, the meta-analysis of Barkun and colleagues (65) was updated with 3 new studies (68-70) (supplement 2). No differences in thermocoagulation, sclerisant injection, hemoclips and combination therapies were
observed in mortality or bleeding (64, 65). The meta-analysis of data from 2 studies showed that hemoclips of epinephrine injection alone were superior in terms of bleeding (RR, 0.17 [CI, 0.05 to 0.55]), but not (RR, 2.15 [CI, 0.59 to 7.78]) (68, 71). Endoscopic hemostatic therapy has been well documented to improve
results. The consensus group agreed with previous statements that endoscopic therapy is indicated in patients with high-risk stigma (active bleeding, visible vessel) and in patients with a high-risk stigma ( The debate on the best method continues. Sclerosant therapy is less commonly used in clinical practice, but remains
a viable option. The lack of routine PPI therapy and the ever-changing prevalence of Helicobacter pylori may influence the results of older studies. The group decided not to engage with other endoscopic mechanical techniques, such as .B over-the-scope clips. On the basis of the available data, a strong recommendation
was made for thermocoagulation or sclerosant injections, while hemoclips were proposed (conditional recommendation). However, the data have generally shown no superiority of a method, and each can be useful depending on the location of the bleeding source and patient characteristics. In patients with actively
bleeding ulcers, we recommend using TC-325 as a temporary therapy to stop bleeding when conventional endoscopic therapies are not available or fail. (GRADE: conditional recommendation, very inferior evidence) In patients with actively bleeding ulcers, we recommend using TC-325 as a single therapeutic strategy
compared to conventional endoscopic therapy (clips alone, thermocoagulation alone or combination therapy). (GRADE: conditional recommendation, very inferior evidence) Evidence of the efficacy of TC-325 (hemostatic powder spray) was found in a small undermotorized study (72) and observational studies (73, 74).
The study randomly assigned 20 patients and found no statistically significant differences in initial hemostasis (90% vs. 100%). or re-bleeding (33% vs. 10%) with TC-325 monotherapy compared to a conventional combination sendoscopic technique (epinephrine injection with hemoclip or heating probe application) (72).
Of 8 patients with actively bleeding (spurring or wetting) ulcers, 4 out of 5 in the TC-325 group had a successful initial hemostasis, but 3 had re-bleeding. In contrast, all 3 in the conventional treatment group achieved an initial hemostasis and no containment. A systematic review of the observational data showed an
immediate haemostase rate of 90%, but very high bleeding rates (72-hours, 19%; 7-days, 22%) 86 patients with ulcers treated with TC-325 (73). Bleeding rates (72 hours and 7 days) were highest in patients with active bleeding (spur, 40% and 60%; oozing, 13% and 16%). Another large prospective cohort study
included 202 patients with bleeding treated with TC-325; the rate of initial hemostasis was 97%, with bleeding rates on day 8 and 30 being 27% and 34% respectively (74). The evidence was based on the serious risk of bias (lack of glare) and very serious inaccuracy (small sample sizes) small total number of events).
The success of TC-325 hemostatic powder spray seems to depend on the cause of bleeding and whether the powder is used alone or in combination with other hemostatic therapy. The powder adheres only to actively bleeding lesions (73), its residence time is 24 hours or less (75), and it does not induce tissue healing
(73). TC-325 use in UGIB UGIB associated with a low complication rate, although rare cases of perforation and temporary bile closure have been reported (73, 76). Additional experience is required to more clearly define the security profile. Decision modeling suggests that a conventional therapy strategy, followed by
TC-325, improved efficacy and was more cost-effective than conventional therapy alone or TC-325 in most non-variceal UGIB (77) patient populations alone. TC-325 followed by conventional therapy was the most effective strategy for non-ulcer high-risk bleeding lesions with low risk of delayed bleeding. Based on the
mechanism of action of TC-325 and clinical evidence, the consensus group concluded that TC-325 monotherapy may not adequately treat ulcers with high-risk stigma, but may be useful as a temporary measure to stop bleeding and that an endoscopy at second sight or a second hemostatic technique should be used. In
patients with acute bleeding ulcers who underwent endoscopic therapy, the consensus group could not recommend or against doppler endoscopic probe (DEP), unlike no DEP, to assess the need for further endoscopic therapy. (GRADE for PICO: Very inferior evidence) Two randomized trials compared DEP-guided and
conventional endoscopic treatment in patients with acute UGIB (78, 79). In a 1997 study by Kohler and colleagues (78), all patients had stomach ulcers, but active bleeding lesions were ruled out. The endoscopic treatment was led by Doppler findings, injection therapy alone was applied and the enddoscopy in the
second glance was performed for all patients. In a 2017 study by Jensen and colleagues (79), most of the 148 patients with severe non-variceal UGIB (85%) were stomach bleeding (active bleeding, visible vessel, liable clot or flat spot). A meta-analysis of these two studies (78, 79) was carried out for this guideline
(supplement Annex 2). At the personal meeting, however, it was decided to focus the evidence profiles on the study by Jensen and colleagues who reported data for patients with high-risk lesions (active bleeding, visible vessel) or liable clots. Data for patients with low-risk lesions (flat spots) were considered indirect as
these lesions are not routinely subjected to endoscopic therapy. In the study by Jensen and colleagues (79), DEP reduced the bleeding of all lesions (RR, 0.42 [CI, 0.20 to 0.90]), but not in high-risk lesions (RR, 0.50 [CI, 0.24 to 1.08]). Overall, the QoE was suspended due to the risk of bias, (population and intervention)
and inaccuracy (moderate sample size). Further studies are needed to determine whether DEP would be useful for guiding endoscopic treatment decisions before or after initial therapy or in both settings. One study found only a 58% match between DEP and findings in indexendoscopy (78). DeP is used to determine the
need for additional therapy, DEP would be an add-on test with conventional endoscopic treatment for high-risk lesions, which would incur additional costs. Would. DEP technology. A cost minimization analysis showed that DEP-controlled combination sendoscopic therapy was cost-effective only for the management of
high-risk patients compared to combination therapy (80). The Consensus Group concluded that data indicating efficacy for DEP are very limited and that a lack of availability and expertise in many centres influence splendidly. The group generally agreed that while a recommendation for or against DEP to manage UGIB
is premature, it has the potential to change the usual approach to visually assessing the risk of bleeding in assessing the necessity and adequacy of endoscopic hemostase. For patients with bleeding ulcers with high-risk stigma who have undergone successful endoscopic therapy, we recommend the use of PPI therapy
via an intravenous strain, followed by a continuous intravenous infusion (unlike no treatment or H2 receptor antagonist). (GRADE: strong recommendation, according to quality certificates) In patients with bleeding ulcers with high-risk stigma who have undergone successful endoscopic therapy, the consensus group could
not recommend or against non-high-dose PPI therapy (unlike no treatment or H2 receptor antagonist). (GRADE for PICO: Very inferior evidence) Two Cochrane assessments of PPIs in UGIB have been updated for this policy (81, 82). The first (81) involving 24 studies comparing PPIs with placebo or H2 receptor
antagonists (H2RAs) was updated with a further 14 randomized trials. Of these, 12 contained data on patients with high-risk stigma (active bleeding, visible vessel) or adhering clot who had undergone appropriate endoscopic therapy. There was a moderate QoE that PPI therapy reduced mortality risk compared to no PPI
or H2RAs (OR, 0.56 [CI, 0.34 to 0.94]) and a high QoE that reduced the risk of bleeding (OR, 0.43 [CI, 0.29 to 0.63]) (Table 2). Evidence of mortality has been downgraded due to the serious risk of bias (mainly due to lack of glare in some studies). Table 2. Pooled ORs and absolute risks of adverse outcomes, According
to the PPI regimen, in patients with high-risk stigmas who had endoscopic therapyThe second meta-analysis (82), which included 22 studies comparing different PPI therapies, was updated with a further 18 studies. Of these, 25 high-dose PPIs (defined as 80 mg intravenous bolus followed by 72 hours of continuous
intravenous infusion of 8 mg/h) with non-high-dose PPIs, and 17 contained data on patients with high-risk stigmata or adherent clots that were endoscopic had been subjected to. No differences in the risk of mortality or bleeding were found between high-dose and non-high-dose PPIs (low and moderate QoE) or between
high-dose and oral PPIs (very low and low QoE) (Table 2). Indirect comparisons between high-dose PPI values and no treatment or H2RAs, as well as between non-high-dose PPIs and no treatment or H2RAs, showed a very low QoE for the superiority of high-dose PPI therapy (update of [81]). Moderate QoE supported
the of non-high-dose PPIs compared to no PPI for the result of re-bleeding, but the QoE for mortality was low. The evidence was downgraded, mainly due to inaccuracy and risk of bias for some comparisons. Side effects have been poorly reported in most studies. Overall, no consistent signal of a difference between PPI
therapy and placebo or H2RAs, between high-dose and non-high-dose PPI therapies, or between intravenous and oral PPI therapy was found. The exception was an increased risk of thrombophlebitis with PPIs, which are administered intravenously compared to oral. High-dose PPI therapy (i.e. an 80 mg intravenous
bolus followed by 72 hours of continuous intravenous infusion of 82 hours) reduces bleeding and mortality. Since non-high-dose therapy was associated with a reduction in bleeding but not with mortality compared to no PPI therapy, a majority of the consensus group did not support the recommendation of non-high-dose
PPI therapy. The Consensus Group is not confident that the accuracy of the estimates of the absolute differences between high- and non-high-dose PPI therapy in terms of mortality and bleeding is sufficient to consider the two therapies equivalent. Studies on non-high-dose PPI therapy are complicated by various dosing
regimens and methods of administration, including continuous intravenous infusion, intravenous bolus and oral therapies. Cost-effectiveness studies have shown that high-dose intravenous PPIs after successful endoscopic hemostasis improve results with a modest increase in costs compared to non-high-dose
intravenous or oral PPI strategies (83-86). In addition, the incremental cost of various PPI therapies (continuous or intermittent, before or after endoscopic therapy) is modest compared to the total cost per patient. The consensus group concluded that the evidence supports a strong recommendation for high-dose PPIs for
patients with bleeding ulcers with high-risk stigmata (active bleeding or visible vessel) who had successful endoscopic therapy. The recommendation for patients with adhering clots remains unchanged (declaration B6) and includes endoscopic therapy or consideration of PPI therapy alone (Table 1). Given the proven
benefits of bleeding outcomes and the fact that the cost and availability of intravenous formulations may be problems in some areas, the Consensus Group also did not recommend the use of lower PPI doses. For patients with high-risk ulcer bleeding (i.e. an ulcer requiring endoscopic therapy), 3 days of high-dose PPI
therapy), we recommend using twice daily oral PPI (vs. once daily) 14 days, followed by once daily. (GRADE: conditional recommendation, very inferior evidence) One study included patients at high risk of bleeding (Rockall scores ≥6) who had undergone successful endoscopic therapy and received high-dose PPI
therapy for 3 days (intravenous esomeprazole, 80 mg load dose followed by a continuous 8 mg/h infusion) (87). The patients were randomly oral esomeprazole, 40 mg, either once or twice daily for 11 days (days 3 to 14). All patients received an additional 2 weeks of PPI therapy once a day. A reduction was observed in
derbleeding (RR, 0.37 [CI, 0.19 to 0.73]), but not in mortality rates (RR, 0.38 [CI, 0.10 to 1.38]) with twice-daily PPIs compared to once-daily PPIs. The QoE was downgraded due to the risk of bias and inaccuracy. Based on the data suggesting superiority over the standard dose for bleeding, the consensus group
proposed the use of twice-daily ppIs to complete 2 weeks of PPI therapy after 3 days of high-dose therapy. No updates to the 2010 International UGIB Guidelines (4). In patients with previous ulcer bleeding who receive cardiovascular prophylaxis with single or dual antiplatelet therapy, we recommend the use of PPI
therapy compared to no PPI therapy. (GRADE: conditional recommendation, inferior evidence) Single-antiplatelet therapy: Evidence of the role of PPI therapy in patients receiving antiplatelet therapy with a single agent was available in 5 randomized trials (88-92) comparing PPIs with no PPI in patients who needed
continued platelet therapy. Due to the heterogeneity in draft studies and comparison groups, a meta-analysis of all 5 studies was not carried out. All five tests were carried out in Hong Kong. A history of H pylori infection and eradication treatment was common. One study found that PPIs were more effective than placebo
in reducing recurrent complications (bleeding, perforation and obstruction) (RR, 0.11 [CI, 0.01 to 0.84]) in patients with previous ulcer complications who had successful H-pylori eradication and required continued platelet therapy (acetylsalicylic acid [ASA]) (88). A meta-analysis of 2 studies showed that PPI plus ASA
reduced bleeding rates compared to clopidogrel alone (RR, 0.07 [CI, 0.01 to 0.34]) in patients with previous ASA-associated ulcer hemorrhage who did not have H-pylori infection or had successfully eradicated it (90, 91). In patients with previous ASA-associated ulcer bleeding, studies found no difference between PPIs
and eradication treatment in patients with H-pylori infection (89) or between PPIs and H2RAs in patients without H-pylori infection or those who had H-pylori infection eradicated (92). Two studies found no differences in mortality rates between PPIs and placebo groups (88) or between PPIs plus ASA versus clopidogrel
(89). The evidence has been downgraded, mainly due to very serious inaccuracy (small studies, very low number of events). Dual antiplatelet therapy (DAPT): No randomised assessed the use of PPIs in patients with DAPT patients with a history of ulcer bleeding. Two systematic checks were found in patients receiving
DAPT after percutaneous coronary intervention or in the presence of coronary heart disease (93, 94). The reporting and methodological quality of both assessments were suboptimal, with studies that were ineligible (e.B. due to patients who did not receive DAPT, incorrect comparisons or or counting). A meta-analysis
carried out for this Directive included 4 randomised studies (n = 4805) comparing PPIs with no PPI therapy in patients receiving prophylactic DAPT (ASA and clopidogrel). The largest study was international (95), while the other 3 were conducted in China (96-98). Meta-analysis showed a reduction in gastrointestinal
bleeding risk with PPI therapy compared to placebo (n = 4 studies; RR, 0.25 [CI, 0.14 to 0.45]) and no impact on mortality (n = 3 studies; RR, 1.02 [CI, 0.68 to 1.54]) or myocardial infarction risk (n = 2 studies; RR, 0.96 [CI, 0.51 to 1.81]). No studies were found to evaluate ASA in combination with other platelet drugs such
as prasugrel or ticagrelor. The evidence was downgraded to a high or unclear risk of bias in Chinese studies and to serious indirectness in all 4 studies (most patients had no history of ulcer bleeding). The evidence consistently supports benefit with PPI therapy in patients with previous ulcer bleeding who continue single-
or dual-anti-platelet therapy and suggests that PPI therapy is superior to clopidogrel only in patients receiving ASA. Most patients in these studies had H-pylori infection prior to PPI therapy, and in one study, eradication treatment alone was just as effective as PPI therapy (89). Observational data suggest that the risk of
ulcer bleeding in patients receiving low-dose ASA can be reduced in patients who had eradicated H-pylori infection compared to patients who were never infected (99). PPI therapy is expected to be beneficial in populations with lower rates of H-pylori infections, although the extent of the effect may be reduced. The
consensus group suggested that eradication therapy alone could be sufficient to reduce the risk of bleeding for some patients with H-pylori infection, with only incremental benefits associated with additional PPI therapy. Although various adverse events have been reported with THE PPI therapy (Declaration E5), the
systematic review and meta-analysis for this guideline did not reveal an increased risk of myocardial infarction in patients receiving DAPT. Based on evidence, the consensus group proposes PPI therapy to prevent bleeding in most patients who require one- or two-anti-platelet therapy for a duration consistent with the
ongoing need for platelet therapy. In patients with previous ulcerbleeding who require continued cardiovascular prophylaxis with anticoagulande therapy (vitamin K antagonists, DOACs), we recommend the use of PPI therapy compared to none (GRADE: conditional recommendation, very inferior evidence) Compared to
no PPI therapy, the use of PPIs in patients receiving anticoagulant therapy was associated with a reduced risk of bleeding in 2 large cohort studies (100, 101), but not in 3 case-control studies (102-104). Most patients involved in these studies had no history of ulcer bleeding. In a small case-control study in patients with
uGIB history, this was the Patients receiving warfarin plus PPIs (RR, 1.93 [CI, 0.23 to 16.28]) compared to patients who did not receive warfarin (103). In contrast, one of the cohort studies observed the greatest risk reduction with PPI therapy compared to no PPI therapy in patients with a history of stomach ulcers or
gastrointestinal bleeding (adjusted incidence rate ratio, 0.14 [CI, 0.06 to 0.30]) (101). None of the studies included assessed mortality. The evidence was downgraded due to indirectness (most patients had no previous ulcer bleeding). A history of ulcer bleeding is associated with an increased risk of bleeding, and
although anticoagulants do not cause ulcer bleeding, they increase the risk of bleeding from areas that have mucoagula fractures. Meta-analysis of mainly observational studies has suggested possible links between PPI therapy and side effects, including community-acquired pneumonia, hip fracture, colorectal cancer,
chronic kidney disease, community-acquired enteric infection and Clostridium difficile infection (105-109). An analysis of factors such as consistency, specificity, temporality and biological plausibility, as well as confusing factors, showed that the evidence of causality is very weak (110). The Consensus Group concluded
that in high-risk patients with a persistent need for anticoagulants, the results suggest that the benefits of secondary prophylaxis outweigh the risks. The unproven potential and rare safety concerns should not prevent treatment of patients at risk of life-threatening consequences. Although UGIB management has
improved significantly over the last two decades, areas where more data are needed remain (Annex Table 4). In particular, further studies are needed to define the benefits of specific prognostic scales, the role of restrictive versus liberal transfusion practice in patients with UGIB and cardiovascular disease, optimal PPI
therapies, optimal endoscopic hemostatic therapies, and the role of PPIs in patients receiving antithrombotic therapy. Planned analyses of the COMPASS study (Cardiovascular Outcomes for People Using Anticoagulation Strategies) can clarify the efficacy and safety of PPIs compared to no PPI in patients receiving
anticoagulant therapy (111). Annex Table 4. Areas of foresightSeveral relevant articles that were not available at the time of this consensus have been published since the completion of the literature research (as of May 2018). This includes a large randomized trial in patients with cardiovascular disease that compared
the efficacy and safety of DOACs or ASAs with or without PPI therapy (112, 113). Studies have examined PPIs compared to H2RAs for recurrent UGIB (114) as well as endoscopic therapy with hedemic powder and hemoclips (115, 116). In addition, the use of DEP for the management of hemostasis was further
investigated (117). Although a discussion about over-the-scope clips for recurring stomach ulcers is the framework of this data (118). These are just a few examples of new or ongoing studies that have the potential to affect clinical practice, but they cannot. The Consensus Group cannot comment on the results of these
studies because no systematic literature research has been carried out and the GRADE approach has not been applied. It is currently planned to develop a user-friendly clinical algorithm for UGIB management, slide presentations, short videos and CAG podcasts. The guidelines and supporting materials are distributed
to all participating societies and regions through places such as symposia meetings or workshops at social meetings. Important recommendations are published on the websites of the company and the government. Finally, we expect these guidelines to continue to be updated as new data becomes available.
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2018;155:674-686. [PMID: 29803838] doi:10.1053/j.gastro.2018.05.037 CrossrefMedlineGoogle ScholarPage 2Pharmacy 2Pharmacy Managers are involved in administering prescription drugs to more than 266 million Americans in private and public health plans, making them the main buyers of prescription drugs in the
United States. Some industry estimates show that the tools that PBMs use, such as negotiating rebates and rebates from drugmakers, encouraging generic consumption, and offering alternative pharmacy channels, could lead to savings of 654 billion dollars between 2016 and 2025, including 350 billion dollars in
commercial plans and more than 250 billion dollars in Medicare Part D prescription drug plans (3). Analysts report that the total value of the pharmaceutical manufacturers' price concessions in 2017 was USD 127 billion (4). Pharmacy service managers claim that they save consumers an average of USD 941 per year (5).
Despite the potential cost savings, PBMs face increased scrutiny in the face of rising drug prices. There is little transparency in THE PBMs, and the contracts negotiated between health plans and PBM for fees, and the proportion of a discount withheld by the PBM, are considered confidential. Prescription drug prices
have risen by more than 10% per year for each of the top 20 brand-name drugs prescribed to seniors, and PBMs are negotiating discounts on these higher prices (6). Pharmaceutical companies claim to be raising prices to pay for the discounts demanded by the PBMs, but PBM refutes this (7). Over the last decade,
PBMs have seen higher revenues as list prices for medicines, especially high-priced specialty medicines, have continued to rise. Operating profit of the 3 PBMs with the largest market share increased from 3.4 billion U.S. dollars in 2007 to 12.4 billion U.S. dollars in 2016 (8). The recent consolidation of the PBM market
has given the few large PBMs greater leverage and bargaining power. Although there are about 60 PBMs operating in the United States, the consolidation has resulted in 3 of them (CVS Caremark, OptumRx and Express Scripts) accounting for up to 85% of the market share (9). Two mergers between PBM and health
insurers have raised concerns among providers, patients and other stakeholders that increased market concentration as a result of the mergers could lead to reduced competition and higher prices for patients. The first merger concerned Cigna's acquisition of Express Scripts and was approved by the Ministry of Justice
in September 2018 (10). The second concerned cvS Health, which Aetna acquired as CVS tried to expand its MinuteClinic model and provide additional medical services at its sites (11). The American Medical vehemently opposed the merger, pointing to the potential for less competition in the market and higher prices
for consumers (12). On 10 October 2018, the Ministry of Justice approved the merger on the condition that CVS divest Aetna's medicare Part D business (13). As the market continues to consolidate, companies like Amazon are looking for the possibility of by selling prescription medicines and medical devices directly to
consumers, convinced that eliminating the middleman will lead to cost savings. Some insurance companies have decided to end their relationship with PBMs indefinitely and create their own internal PBMs. In 2017, For example, Anthem announced that it would end its relationship with Express Scripts and develop its
own pharmacy benefit management arm called IngenioRx by 2020 (14). In the US pharmaceutical market, where consumer competition and consumer choice are cornerstones of a healthy market system, consolidation that limits these factors can create scenarios in which PBMs are not motivated to negotiate with
manufacturers to keep drug costs low. In addition, PBMs have been criticized for clawbacks that occur when patient payments or coinsurance are set at a rate higher than the cost of the drug for the insurer. A recent study showed that patients were overpaid for their prescriptions by at least 2.00 23 percent of the time in
2013, with an average overpayment of USD 7.69 and a total overpayment of USD 135 million (15). Increased visibility and criticism of PBMs, including class-action lawsuits, have been filed against PBMs alleging illegal pricing systems, violations of anti-kickback statutes, and other misconduct (16). Between 2017 and
2018, 27 states enacted laws that would prohibit gag clauses from preventing pharmacists from telling consumers when they can get their drugs at a lower price if they pay for the drug instead of through their insurance plan. In addition, some states have introduced or passed laws requiring PBM to disclose business
relationships with pharmacies and health plans. In total, there are 191 PBMs legislation in 46 countries, which includes various provisions to improve transparency, pricing and licensing (17). The Pharmacy Benefits Manager &amp; Records Act was enacted on July 10, 2017 and prohibits gagging clauses for pharmacists
that prevent them from passing on certain information to a person who buys a drug, such as the availability of other, more cost-effective drugs. The bill also prohibits a healthcare company or PBM from requiring a person to pay an amount for a covered prescription greater than the lowest of the applicable supplement; the
amount of damage allowed (the amount pledged by the health provider or THE PBM to pay the pharmacy); or the amount a person would pay for the drug if they did not have an insurance plan, benefits or discounts. Finally, the draft law authorises the to check the contracts of pharmacy services for your compliance and
to react to infringements by invalidating contracts containing unfair commercial practices (18). Maine passed two bills that seek to fix potential problems related to PBM. The Clean Claims Submitted by Pharmacies Act prohibits a Insurance institution or [PBM] from the collection of a co-payment or other fee exceeding the
claim costs of a prescription drug and prohibits a carrier or [PBM] from penalising a pharmacy provider for providing information (gag clause) related to the cost of a participant a-pocket or the clinical efficacy of a prescription or alternative medicinal product (19). The Maximum Allowable Cost Pricing Lists Act sets
requirements for maximum allowable costs (MAC) price lists used by [PBMs], requires [PBMs] to provide information about these prices and the methods used to plan this pricing for sponsors, a complaint procedure for pharmacies for disputes related to maximum allowable cost prices, and provides for financial penalties
for violations (20). In addition, the state passed a law on maximum allowable price lists used by pharmacy benefit managers who charge prescription drug costs from PBMs to plan sponsors of the maximum allowable price list (20). In 2017, North Dakota passed two bills to provide for a comprehensive reform of PBM
operations in the state. This included prohibiting PBMs from charging pharmacies certain fees, including by point of sale (also known as direct or indirect compensation fees); the obligation of PBMs to share the amount reimbursed to a pharmacy for a prescription; Prohibition of gag clauses; prohibits PBM from imposing
accreditation standards on pharmacies that go beyond the federal and state licensing requirements to enter their networks; and the introduction of conflict of interest provisions (21). The Pharmaceutical Care Management Association challenged the laws in court, claiming that they were anticipated by the Federal
Employee Retirement Income Security Act of 1974. In November 2017, a judge in the U.S. District Court for the District of North Dakota found that neither the law related to plans under the Employee Retirement Income Security Act nor was related to the law that would succeed on merit, and rejected the Pharmaceutical
Care Management Association's request for injunction. The court ultimately ruled that neither the Employee Retirement Income Security Act of 1974 nor Medicare prejudged state laws, and that they can be enforced in their entirety, with the exception of the Plan Disclosure Provision (22).1. ACP supports improved
transparency, standards, and regulation for pharmacy benefit managers (PBMs), including a ban on gag clauses that prevent pharmacies from sharing price information with consumers. ACP supports strict oversight and mergers and consolidation on the PBM market. The continued lack of transparency on the part of
PBMs and insurers can hinder the view of patients, doctors, and others on the drug supply chain and make it difficult to determine whether a particular company is unreasonably driving up drug prices. This lack of transparency can also prevent the identify of viable policy solutions and further delays. Comes. this would
help curb spending on prescription drugs. Although there have been many calls for transparency from pharmaceutical companies and greater support for transparency in healthcare in general, all stakeholders must commit to improving transparency as the healthcare industry works towards creating an innovative but
sustainable market for prescription drugs. The Trump administration included PBM transparency in its draft drug pricing, American Patients First, and asked for information on how to improve transparency about PBMs and the prices that patients pay at the pharmacy (23). The National Academy for State Health Policy
drafted a model law on PBMs, which consists of various provisions of the proposed and enacted state legislation, including licensing, fiduciary liability, a ban on gagging clauses, limiting the cost of patients a-pocket, conflicts of interest, consumer protection, discount transparency, and restrictions on PBM requirements for
pharmacies (24). The aim of the law was to bring more transparency and better business practices to a traditionally furtive industry. Banning gag clauses that prevent pharmacists from informing patients when cheaper alternatives are available, such as.B paying cash for a prescription rather than going through insurance
coverage, is a sensible move that has won bipartisan support. Recently, the Centers for Medicare &amp; Medicaid Services sent a letter to Medicare Sub-D Plan administrators, declaring that such clauses are unacceptable and run counter to our efforts to promote transparency in drug prices and lower drug prices (25).
The consolidation of the PBM market raises concerns about possible antitrust problems and has proven to be a price increase for patients (26). Although there are many smaller regional PBMs, the large national PBMs, which account for most of the market share, continue to be equipped with pharmaceutical companies.
More broadly, agreements between PBMs, insurers or other companies should be subject to a rigorous review of both potential antitrust issues and implications for other aspects of the pharmaceutical supply chain, such as the entry of generics and biosimilars.2. ACP supports the availability of accurate, comprehensible,
and actionable information about the price of prescription drugs. The ACP urges health plans to provide doctors and patients with this information at the time of prescribing in order to ensure sound decision-making on clinically appropriate and facilitate care. Patients are being urged to take more responsibility for their
health care, as they shoulder greater cost-sharing through highly deductible health plans and co-insurance. Therefore, they are more likely to talk to their doctors about the cost of certain treatments. However, doctors often do not have the information to communicate with patients who ask for prescription drugs, and A
survey showed that while most doctors said that costs should be taken into account in their decision-making, they have limited knowledge of cost estimates (27). One study found that doctors correctly estimated the price of a prescription drug less than half the time (28). Providing cost and pricing information to doctors
can be associated with positive results. One study found that the use of an electronic drug reference database containing information on patient drug coverage led to the prescription of different medicines, increased the likelihood of prescribing generics and led to a shorter time for prescribing new generics (29). Studies
have also shown that the disclosure of forms and drug costs to providers is associated with smaller increases in total drug costs; However, this cannot lead to lower out-of-pocket costs or higher drug use (30). Further studies are needed to determine how to maximize potential cost savings. It is also important that the
information provided is accurate, up-to-date and actionable. A review of formula accuracy in electronic medical records found that 95.3% of the time for Medicaid patients were accurate for the reviewed family medical records, but only 78.2% of the time for people with private insurance (31). As the health system has
shifted to a higher value on quality, not on the quantity of care, consumers have a greater responsibility for the cost of health goods and services and have become more involved in their care. Despite this emphasis on the consumer, doctors and other healthcare professionals account for a significant proportion of health
spending (32). Although the pursuit of better engagement among payers, doctors and patients has recently been a priority, there are still large gaps and additional efforts are needed to make progress (32). Health plans should explore strategies such as.B, value-based insurance design, which has been shown to
improve drug liability and reduce costs for patients. Additional studies on value-based insurance design are needed to determine the best design to optimize quality and improve cost savings (33).3. ACP believes that health plans, PBMs, and drugmakers should report to the Department of Health and Human Services the
amount paid for prescription drugs, the total amount of discounts, and non-proprietary pricing information, and make publicly available. Each disclosure mandate should be that negotiated rebates are de-identified with certain companies and that confidential information that could be considered as trade secrets or could
lead to price increases. There is a great deal of interest from policymakers and the public in greater transparency in pricing and payment for prescription drugs. Legislation at the federal level would bring additional transparency to the PBM by that a certain amount of rebates is passed on to insurers and consumers. The
Creating Transparency to Have Drug Rebates Unlocked Act, introduced in the Senate, would address a lack of transparency in PBMs, especially Medicare. It would require the PBM to repay the total amount of rebates they receive from pharmaceutical companies and how much of those rebates will be repaid to
Medicare beneficiaries. The revelations would be posted on the Website of the Centers for Medicare &amp; Medicaid Services. After the PbM expires, a minimum percentage of rebates would be passed on to a health plan with the aim of reducing premiums or other cost sharing. The cost-sharing for part D beneficiaries
would be based on the negotiated price of medicinal products as opposed to the list price and would bring greater benefits (34). Reporting rebates could help address a problem in Medicare Part D, where plan sponsors underestimate the amount of rebates they receive. A report by the inspector general found that in
2008, the plan sponsors underestimated their planned offers by 69% of the time, resulting in higher premiums for beneficiaries (35). The main concern about such mandates is that the disclosure of price or rebate information may lead to tacit collusion between manufacturers, which may lead to higher prices (36). In
addition, companies can claim that this information could be considered a trade secret. Approaches to alleviating disclosure mandate concerns include provisions that companies must disclose unless they can demonstrate that the information constitutes a trade secret, or involve other experts in a field such as
researchers or patient advocates who would analyse data and release it in a way that would no longer constitute a trade secret (37). Page 3The Medicare Part D Prescription Drug Program is a voluntary benefit available to Medicare recipients when MMA was passed in 2003. In 2018, a standard Medicare Part D plan
included a deductible of up to USD 405; an additional payment or co-insurance (usually for high-priced, special or non-preferred medicines) for prescriptions with an initial coverage limit of up to USD 3750; and a coverage gap (also known as the doughnut hole) in which beneficiaries pay a larger share of the cost of
medicines up to USD 5000. After reaching USD 5000 in out-of-pocket costs, the beneficiaries enter the catastrophic coverage level (9). Low-income beneficiaries eligible for Medicare and Medicaid, qualified Medicare recipients, certain low-income Medicare recipients, qualified individuals, and those receiving only social
security contributions are automatically entitled to the Income Support Programme (LIS) and are automatically enrolled in a prescription drug plan with premiums at or below the national average if they do not choose their own plan (9). Those in the LIS program pay nothing for prescription drugs once they have reached
the catastrophic stage, while those who are not in the program have a lower level cost sharing, but are at risk for high out-of-pocket costs (10). In 2015, 9% (3.6 million) of Medicare Part D recipients had total drug spending above the threshold for catastrophic coverage, and 72% of them (2.6 million) participated in the LIS
program. After 2017, Medicare spending, including prescription drug payments, should grow faster than spending on private health plans. Medicare also pays for a limited number of medications via the Part B benefit, such as drugs used with long-lasting medical equipment, injectable osteoporosis drugs, other injectable
and infused medications and medications used in the outpatient environment of the hospital (which are used in patients under observational status in a hospital without being formally approved, or those used in outpatient clinics on the same day). Payments for Part B drugs are calculated as an average selling price plus
6% (ASP+6%) a formula introduced in 2006 after the adoption of the MMA. As part of the 2012 budget commitment, the Centers for Medicare &amp; Medicaid Services (CMS) had to cut payments for Part B by about 2%, so that the current reimbursement rate is ASP+4.3%. In 2015, Medicare part-B drugs, including
those administered by doctors, suppliers, and hospital outpatients, accounted for usd 25.7 billion in Medicare spending, with two-thirds (USD 17.0 billion) of part B (11) expenditure staked by doctors and suppliers. Although Part B covers a range of medicines, including some more cost-effective generics, the top 10 drugs
that account for the largest share of part B spending are more expensive and typically range from between 1000 and 6000 dollars per administration (12). Most of them are biologics without biosimilar competition. Medicaid payments for outpatient prescription drugs vary from state to state, and states have flexibility over
whether to offer a prescription drug program and how they manage the program, though there are federal requirements related to the federal rebate program and reimbursement plans (13). The Medicaid Drug Rebate Program (MDRP) requires drug makers to enter into a rebate agreement with the secretary of the
Department of Health and Human Services (HHS) in exchange for coverage of the manufacturer's drugs through state Medicaid programs. Under the MDRP, manufacturers are required to pay states a discount for each unit of a drug that falls under a state Medicaid program. The discount is calculated by CMS and is
based either on a percentage of the average manufacturer's price (AMP) of the drug or on the lowest price, wholesalers and other consumers. This allows states to offer buyers the best price and create a best-price lower limit, with no buyer able to negotiate the price of a drug that is below the Medicaid price (14).
Manufacturers are responsible for providing CMS with the price of the drug (either AMP or best price) and product information, including classification as an innovator or non-innovator drug. With a few exceptions, manufacturers of usually branded name) drugs are obliged to pay a discount of either 23.1% of amp per unit
or the difference between the AMP and the best price, while discounts for non-innovator (generic) drugs amount to 13% of the AMP per unit (15). As part of the Bipartisan Budget Act of 2015, manufacturers are required to offer additional discounts if the AMP of a drug exceeds the inflation rate (16). Although much of the
public controversy over the prices of Sovaldi (sofosbuvir), Daraprim (pyrimethamine) and the EpiPen and EpiPen Jr-Epinephrine injectors has died, federal measures to reduce the price or cost of prescription drugs have been primarily incremental, and additional reforms by policymakers are needed to reduce the cost of
insulin, antibiotics and other common prescription drugs. , which have experienced large price increases that can make them prohibitively expensive for patients. The Bipartisan Budget Act of 2018 included two proposals related to drug costs: one to close the Medicare Part D coverage gap in 2019, a year earlier than
planned, and the other to avoid the exclusion of biosimilars in the coverage gap rebate program. At the state level, significant activities have been achieved to combat high drug prices, with a focus on transparency, the prevention of price fixing and legislation related to pharmacy service managers. A bill passed in
Maryland would have required the state Medicaid agency to notify the attorney general of an excessive price increase for a major generic or an unpatented brand-name drug, with fines of up to 10,000 U.S. dollars for violations (17). That law was overturned by the Fourth Court of Appeal on the ground that it had infringed
constitutional rights in connection with interstate trade (18). Several bills have been introduced in Congress proposing solutions that include drug importation, intellectual property protection, and the establishment of an interagency committee to review drug prices (19). The House and Senate held 25 hearings between the
114th and 115th Congress, which are relevant to drug pricing, namely price jumps or price spikes, investments in biomedical innovation, and the reauthorization of the Prescription Drug User Fee Act (20). President Trump has made reducing the cost of prescription drugs a central aspect of his 2016 campaign, and his
administration has explored ways to make the cost of prescription drugs affordable for Americans. The administration has proposed several regulations to address the problem of price transparency and drug payment in government programs. White House proposals, including the budget proposal for the 2019 financial
year; the Council of Economic Advisers; and hhS companies have focused on reducing costs for patients, such as.B by passing on the rebates negotiated by pharmacy service managers to Medicare Part D beneficiaries at the pharmacy counter. In May 2018, President Trump introduced American Patients First, a set of
policy priorities. Priorities. Proposed measures that HHS could take to reduce spending on medicines in four key policy areas and reduce the list price for medicines: improved competition, better negotiation, incentives for lower list prices and lower out-of-pocket costs (21). Immediate action includes measures to promote
biologics and prevent the playmaking of the regulatory process, experiment with value-based purchasing in federal programs, and develop proposals to stop price increases in the private market resulting from Medicaid or the Patient Protection and Affordable Care Act. The government strongly opposed foreign
governments, which it said were taking advantage of U.S. innovation by undervaluing drugs, an idea also discussed in the White House Council of Economic Advisers White Paper on biopharmaceutical pricing reform, reflected in the government's early announcement on the proposed regulation of an international price
index for certain Medicare Part B drugs. The Council of Economic Advisers proposed to pursue an improved trade policy or policy linking public refunds in the United States to prices paid by foreign governments (22). However, it is unclear how these and other proposals will be implemented or enforced.1. ACP supports



the amendment of the Medicare Part D program for low-income subsidies (LIS) for cost-sharing and co-payment to encourage the use of lower-cost generic or biosimilar drugs, such as.B eliminating the cost-sharing of generics for LIS members. Twelve million Medicare Part D beneficiaries are enrolled in the LIS program.
Although the use of low-cost generics by Part D beneficiaries is relatively high and continues to increase as generics become available, the overall drug use rate among LIS recipients is lower than for other Medicare recipients. The Medicare Payment Advisory Commission analyzed data on generic sands for LIS
enrolments and non-LIS enrolments between 2009 and 2011, and found a rate of 74% and 79% respectively in 2011 (23). An analysis of CMS data showed a generic drug delivery rate of 79.2% among LIS participants compared to 83.1% for non-LIS participants, with consistent differences between groups of 4% or 5%
between 2006 and 2012 (23). Despite the current rate of generic tax on LIS enrolments and non-LIS enrolments, additional savings are possible for Medicare and its beneficiaries. The CMS estimates that Medicare could have saved nearly 9 billion dollars if available equivalent generics had been used instead of brand-
name drugs, and 3 billion dollars in to the Part D programme and its beneficiaries (24). Zero-copay generics have the strongest effect on generic drug use for both LIS recipients and non-LIS enrolments (25). Up to a total maximum of USD 5000, LIS participants will pay either USD 1.25 or USD 3.35 for generics and USD
3.70 or USD 8.35 for brand-name medicines (26). The price difference may not provide sufficient financial incentives for an LIS LIS to choose a generic drug over a brand name drug. Reducing or eliminating cost-sharing for LIS participants would not require legislative action, as this would not increase cost allocation,
reduce overall costs for LIS participants and promote the use of generic sedans among them. Reducing or eliminating cost-sharing or co-payments for generics could also reduce Medicare spending on reinsurance payments, as the majority of participants who reach the catastrophic stage of coverage are in the LIS
program (24). In addition to conventional generics, biosimilar cost sharing should also ensure that LIS participants have an incentive to choose lower-cost alternatives to branded biopharmaceuticals. Biosimilars have the potential to save USD 54 billion in direct expenditure on biological medicines between 2017 and 2026
(27). The U.S. Food and Drug Administration (FDA) has approved 9 biosimilars for use in the United States. However, most approved biosimilars are delayed by patent disputes or settlement agreements between biosimilar and reference product manufacturers, and only 3 biosimilars are currently marketed in the United
States (28). For example, Amjevita (adalimumab-atto), a biosimilar of the blockbuster biologic Humira (adalimumab), was approved in 2016, but will not be released in the United States until 2023 (29), and a second biosimilar by Humira, Cyltezo (adalimumab-adbm), will be bound in litigation related to the large number of
patents (also known as patent rebates). Despite the delay in the launch of most biosimilars, payment and cost-sharing measures for authorised indications of biosimilars should now be established in order to influence price decisions and promote the use of these medicinal products as soon as they enter the market.2.
The ACP countries support annual spending caps for Medicare Part D recipients who are in the catastrophic phase of coverage. In 2016, Medicare recipients spent an average of USD 3024 on medical expenses, including USD 756 (25%). Medicare recipients can bear significant costs for prescription drugs if they take
expensive specialty drugs and reach the catastrophic coverage phase. Between 2007 and 2015, the number of seniors in Medicare Part D reaching the catastrophic limit of coverage doubled to more than 1 million. In 2015, these participants paid an average of more than 3,000 dollars out of their pockets, with 1 in 10
spending at least 5,200 dollars, mainly driven by hepatitis C drugs (10). This group is likely to take higher-priced specialty drugs (defined by as a medication with a negotiated monthly price over 670 USD) for chronic diseases and can also take several medications (10). Non-LIS participants using certain specialty drugs
for certain health conditions were more likely than those with other conditions to reach the catastrophic stage of coverage (31). Medicare recipients have an average per capita income of USD 13 to USD 30 050, depending on demographic characteristics. The high out-of-pocket costs associated with these specialty drugs
can create barriers to access to these patients. In 2012, 96% of patients taking specialty drugs for multiple sclerosis reached the catastrophic stage of reporting, and 48% reached this stage by the end of February. In 2008, only 4% of patients taking multiple sclerosis drugs reached the catastrophic stage by the end of
February (32). An analysis of specialty medicines showed that the selling price of the multiple sclerosis drug Avonex (interferon No. 1) increased by 333.5% between 2005 and 2015 (from USD 17 438 to USD 75 595) (31). Policymakers should introduce caps on prescription drug spending during the catastrophic period of
coverage to protect vulnerable seniors from increased financial burdens. In other areas of Medicare, caps have been proposed; A 2016 resolution from the House Budget Committee included a Medicare proposal with a catastrophic cap on annual spending a-pocket, which it said was an important aspect of the private
insurance market that is currently lacking in Medicare, which would protect the sick and poorest beneficiaries (33). Policymakers should also consider how to mitigate or minimize possible unintended consequences of a cap, such as .B reform of the structure of Medicare reinsurance subsidies, or the change in Part D's
risk adjustment algorithm without imposing additional costs on beneficiaries.3. Acp supports the adoption of Medicare Part D negotiation models that would lower the price of prescription drugs for beneficiaries. While the ACP States reaffirm their support for a complete repeal of the non-interference clause, acp also
supports an interim approach, such as the possibility for the Minister of Health and Human Services (HHS) to negotiate a limited number of high-priced or individual medicines.b. ACP supports a public Medicare Part D plan option that allows the HHS secretary to negotiate prices with drugmakers. Any public plan run by
Medicare must meet the same requirements as private plans and comply with ACP policies on formulas. Since the introduction of MMA in 2003 (34), there has been discussion of allowing Medicare to use its purchasing power and negotiating the price of drugs in the Part D program directly with pharmaceutical
manufacturers. Negotiations were considered for inclusion, but the bill ultimately included a non-interference clause that strictly prohibited HHS from entering the intervene between drug manufacturers and pharmacies and sponsors of the prescription plan and require a specific formula or [introduction] of a price structure
for the reimbursement of covered Part D medicines in order to promote competition in the market (35). Opponents of repealing the non-interference clause claim that the current system is working well and that spending in the program is below the original projections. Reports from the Congressional Budget Office, which
The Office of the Inspector General (OIG) and the Government Accountability Office have found that the Medicaid program, which requires mandatory federal rebates, is able to achieve lower average drug prices than those in Part D (36, 37). An assessment by the Congressional Budget Office in 2007 to repeal the non-
interference clause found that there would be modest cost savings if the government were able to negotiate, and stated that the government would not be able to achieve better prices than those already negotiated without limiting the formula, similar to the Department of Veterans Affairs or under other specific
circumstances. , e.B. for single medicines without market competition (38). Other estimates, however, put the potential savings much higher (up to 16 billion dollars a year) if the government were able to negotiate for Part D drugs and achieve the same prices as the Department of Veterans Affairs or Medicaid (39). Giving
Medicare Part D the power to negotiate drug prices is favored by a bipartisan majority of the public, with more than 90% of Democrats, Republicans, and independents agreeing with this approach (40). The negotiating power was also endorsed in a report by the National Academies of Sciences, Engineering, and
Medicine on improving the affordability of prescription drugs as part of a package of broader reforms to consolidate and use purchasing power and strengthen form design (41). The decision on how and to what extent Medicare should negotiate drug prices is complex, and policymakers have begun to examine the scope
of government bargaining power. In one proposal, the researchers presented three key questions to be taken into account when evaluating negotiating proposals for Part D: what drugs HHS would have to negotiate, whether HHS could negotiate both price and formula design, and whether the negotiated terms would
apply to all Part D plans (42). A proposal that emerged during the Obama administration would allow HHS to negotiate a limited amount of cost and biological drugs (43). Senator Bernie Sanders' Medicare for All Act would give the federal government monopsony power to negotiate prescription drug prices with
pharmaceutical manufacturers (44). The ACP countries have long pursued policies to support Medicare's ability to use its purchasing power and negotiate drug prices directly with manufacturers, and continue to support the repeal of the non-interference clause. Although negotiations alone may not be enough to curb
drug prices, this approach would allow the government to To reduce the cost of the Medicare program, while allowing plan sponsors to retain the power to negotiate for the vast majority of drugs covered by the program. Without repeal, the non-interference clause should be amended to allow the government to negotiate
on high-cost drugs, in which Medicare has significant financial interests. Another proposal is the creation of a public option plan, Part D, in which the HHS negotiates drug prices within the plan and has authority over the prescription in addition to private plans. This type of plan would work in the same way as private plans,
but would allow the government to exclude certain drugs from the formula as long as they meet the minimum benefits required by other plans, and in a way that is consistent with ACP policy on formulas. An examination of the potential impact of such a plan revealed some competitive advantages (45). This approach may
be limited in scope, as it would only benefit those who choose the plan, and potential exclusions in forms can cause problems related to the Medicare safety net (46). A public plan approach should be tested before a comprehensive rollout.4. ACP supports efforts to minimize the financial impact on the federal government
of the misclassification of prescription drugs in the Medicaid Drug Rebate Program (MDRP). The Centers for Medicare &amp; Medicaid Services should determine which legal authorities are necessary to ensure compliance with the MDRP, and Congress should pass legislation to grant such agencies. Misclassifications in
the MDRP can increase the share of spending on prescription drugs and divert funds from other programs and services. In response to a request from Congress, the OIG conducted a study on misclassifications in the MDRP and found that manufacturers may have misclassified 885 of the 30,000 drugs in the program
(47). Ten misclassifications between 2012 and 2016 may have cost Medicaid '1.3 billion in lost base and inflation-adjusted rebates, and four manufacturers were associated with more than half of the misclassifications (47). Two drugs, the EpiPen and EpiPen Jr autoinjectors, were improperly classified as generics for the
purposes of the program, although they did not have an FDA-approved equivalent. The maker of the EpiPen, Mylan, recently entered into a settlement agreement with the Department of Justice to settle claims related to the False Claims Act for knowingly misclassifying the EpiPen to avoid rebates (48). The False Claims
Act is used to prosecute cases in which the federal government has been defrauded by a private party. Outside of the prosecution under the False Claims Act, the OIG alleges that HHS does not have explicit legal authority to require manufacturers to modify data that has been misclassified, and oversight of the program
was weak. The OIG recommends that CMS pursue a means of Correcting inaccurate classification data reported to the Medicaid rebate program, and suggests that CMS could seek legislative authority to force manufacturers to provide accurate data or improve up-to-date data (47). The chairmen of the Congressional
Committee recently sent a letter to cmS Administrator Seema Verma expressing concern about misclassifications and asking for additional information about CMS authorities and monitoring the program (49). Granting permission from CMS, CMS, Manufacturers who change classification data and support improved
monitoring of the program will ensure that state Medicaid programs receive adequate discounts on prescription drugs and minimize potential disruptions to access to drugs among Medicaid recipients.5. ACP supports further investigation of payment models in federal health programs, including methods for aligning the
payment of prescription drugs administered in the office, in a way that would reduce incentives to prescribe higher-priced drugs when cheaper and similarly effective drugs are available. Medicare Part B payment for a medically administered drug is tied to the price of the drug, which can help companies set high list prices
for those drugs and provide a greater incentive to prescribe more expensive drugs, even if there are cheaper, similarly effective alternatives that would be tolerated by the patient. In 2016, CMS proposed tests to pay for prescription drugs in Medicare Part B in a nationwide demonstration project through the Center for
Medicare &amp; Medicaid Innovation. The project would have changed the current ASP+6% payment for Part B drugs to an ASP+2.5% payment and a flat fee in the initial phase of the project, and in the second phase would have tested value-based purchasing, such as reference prices or indication-based pricing. The
project sparked public backlash, particularly from pharmaceutical companies and some medical companies, based on Medicare data suggesting that patient access under Part B would be better than the formula proposed by the demonstration. The project was officially withdrawn in July 2017 (50). The ACP comments on
the proposed rule expressed concerns about the first phase of the project, in particular the financial burden that the change might have entailing for small or solo practices, and called on the CMS to reconsider the scope of the demonstration (51). Several alternatives to the ASP+ payment model have been proposed. A
proposal would have shifted the payment for some drugs from Part B to Part D (52). Another called for improved ASP data reporting, changes in the payment rate for drugs paid at wholesale purchase costs, an obligation for manufacturers to pay Medicare a discount if the ASP exceeds an inflation benchmark,
consolidation of billing codes and negotiations between providers and manufacturers on behalf of doctors (53). A third proposal proposed to eliminate the link between price and payment, and another advocated the establishment of two Medicare paid the lower option for a particular drug (54). These and other proposals
need to be further investigated to determine whether they would really lead to cost savings, their potential impact on doctor's offices of different sizes, impact on patient access and possible unintended consequences. Demonstration projects or pilot projects resulting from proposals should be met with robust robust
doctors) should be scaled appropriately and safety precautions should be in place to ensure patients' access to medicines. Page 4I served as an officer in the Marine Corps for 10 years before becoming a physician-scientist. My perspectives on military life and medicine therefore developed independently of each other.
These two worlds crossed during the residency at Philadelphia Veterans Affairs (VA) Medical Center. Here my military service helped me to be a better doctor. It was there that I shared my military experience for the first time with my VA colleagues, most of whom miss the experience. Many aspects of the military seemed
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disclosure Information Visual AbstractI have been swaying through the first months of the residence. It's my holiday week and I'm sick. I drive through the stages of mourning, passing quickly through denial, because I am painfully overburdened and go to anger and even jealousy of the relatively glamorous life that
Andrew, my partner – who is not in medicine – leads. When I say glamorously, I mean that he often has 2-day weekends, while I spend most of my Saturdays writing discharge summaries and snorting potassium. You never get sick, I pichbege. Well, I'm always sick. Which is true, but I often forget it. Andrew wears all ...
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