Inclusion Criteria and Search Tips to Identify Patients for PRED4


For the thiopurine side effects please check IBD patients that are currently on methotrexate or mono therapy Anti-TNF as they are likely to have an intolerance to either azathioprine or 6MP. 
1. Thiopurine induced leucopaenia (TIM) in IBD
· History of inflammatory bowel disease
· History of thiopurine exposure in the previous 7 days
· Normal total white cell count and/or neutrophil count at baseline
· Fall in total white cell count to ≤2.5x109/L, or reduction in neutrophil count to ≤1.0x109/L
· Medical opinion implicating thiopurine leads to dose reduction or drug withdrawal (even if temporary)
[image: image1.wmf]Codes which we have found helpful to identify patients:
( Ask Haematology to search for patients who have been referred by the Gastro team with a total white cell count ≤2.5x109/L, or a neutrophil count ≤1.0x109.
( Combine for Ulcerative Colitis (K51) + Y40-Y59 (Drugs, medicaments and biological substances causing adverse effects in therapeutic use)
Or Combine for Crohn’s Disease (K50) + Y40-Y59 (Drugs, medicaments and biological substances causing adverse effects in therapeutic use)

(For a more specific search cross reference against Ulcerative Colitis (K51) and Crohn’s Disease (K50):

Immunosuppressive agents (Y43.4)
( Combine for Ulcerative Colitis (K51) + D70 (Agranulocytosis, which includes drug-induced neutropaenia)
Or Combine for Crohn’s Disease (K50) + D70 (Agranulocytosis, which includes drug-induced neutropaenia)

( Combine for Ulcerative Colitis (K51) + R72 (Abnormal white blood cell count)
Or Combine for Crohn’s Disease (K50) + R72 (Abnormal white blood cell count)
2. PPI induced nephrotoxicity (in any patient)
· >30% rise in serum creatinine or ≥ 25% fall in eGFR any time after introduction of PPI

· No other risk factors for renal disease
· Medical opinion implicating PPI justifies drug withdrawal, even if temporary
Codes which we have found helpful to identify patients:
( N10 and N12 (Acute tubulo-interstitial nephritis), Y53 (Side effects from Gastrointestinal drugs)

( If you have clinic letters available in an electronic format, ask your IT department to do a search for patients seen by the Renal team with PPI in the “Diagnosis” or “Medical history” sections.
( Screen Histopathology database for renal biopsy demonstrating tubulo-interstitial nephritis
3. Anti-TNFα induced demyelination in IBD and other inflammatory disorders
· History of exposure to anti-TNFα antibody at any time in the past
· No history of demyelinating neurological symptoms prior to exposure to Anti-TNFα antibody
· Neurological symptom lasting at least 24 hours
· MRI brain and/or spinal cord shows changes consistent with CNS demyelination or electrophysiological tests (nerve conduction or evoked potentials) are consistent with PNS or CNS demyelination
· CNS or PNS inflammatory demyelination confirmed by Neurologist
· Neurological opinion implicates anti-TNFα medication as possible cause of demyelination, and if the patient is still receiving the drug, it is withdrawn

· Codes which we have found helpful to identify patients:

( Talk to your Neurologists, Rheumatologists and Dermatologists
( Use following codes and cross reference against Ulcerative Colitis (K51) and Crohn’s Disease (K50):

Arthropathies (M00-M25), Spondyloarthropathies (M45-M49), Demyelinating diseases of the CNS (G35-G37)
4. Sulfasalazine induced neutropaenia (SAN) in IBD and Rheumatoid Arthritis
· History of inflammatory bowel disease or Rheumatoid Arthritis
· History of sulfasalazine exposure in the previous 30 days
· Normal total white cell count and neutrophil count at baseline
· Fall in neutrophil count to ≤0.5x109/L
· Medical opinion implicating sulfasalazine leads to dose reduction or drug withdrawal (even if temporary)
Codes which we have found helpful to identify patients:
( Ask Haematology to search for patients who have been referred by the Gastro or Rheumatology teams with total neutrophil count ≤0.5x109/L
( Talk to your Rheumatologists
( Combine for Ulcerative Colitis (K51) + Y40-Y59 (Drugs, medicaments and biological substances causing adverse effects in therapeutic use)

Or Combine for Crohn’s Disease (K50) + Y40-Y59 (Drugs, medicaments and biological substances causing adverse effects in therapeutic use)
(For a more specific search cross reference against Ulcerative Colitis (K51) and Crohn’s Disease (K50):

Analgesics, Antipyretics and Anti-inflammatory drugs (Y45)

( Combine for Ulcerative Colitis (K51) + D70 (D70.2) (Agranulocytosis, which includes drug-induced neutropaenia)

Or Combine for Crohn’s Disease (K50) + D70 (D70.2) (Agranulocytosis, which includes drug-induced neutropaenia)
5. Thiopurine induced liver injury (TIH) in IBD
· History of inflammatory bowel disease 

· Normal ALT and bilirubin at baseline 

· No history of chronic liver disease

· Elevation of ALT and/or bilirubin to ≥4 times upper limit of normal (normal range as per local laboratory)

· History of thiopurine exposure in the previous 30 days prior to abnormal blood test

· Medical opinion implicating thiopurine in development of hepatotoxicity leads to dose reduction or drug withdrawal (even if temporary)
Codes which we have found helpful to identify patients:
( Ask Biochemistry to search for patients who have been referred by the Gastro team with total ALT and/or bilirubin to ≥4 times ULN  
( Combine for Ulcerative Colitis (K51) + Y40-Y59 (Drugs, medicaments and biological substances causing adverse effects in therapeutic use)

Or Combine for Crohn’s Disease (K50) + Y40-Y59 (Drugs, medicaments and biological substances causing adverse effects in therapeutic use)

(For a more specific search cross reference against Ulcerative Colitis (K51) and Crohn’s Disease (K50):

Immunosuppressive agents (Y43.4)

( Combine for Ulcerative Colitis (K51) + (K71) Liver toxicity
Or Combine for Crohn’s Disease (K50) + (K71) Liver toxicity
6. Thiopurine induced pancreatitis (TIP) in IBD
· History of inflammatory bowel disease

· Acute severe abdominal pain

· History of thiopurine exposure in the previous 7 days

· Rise in serum pancreatic enzymes (amylase/lipase) (>2 times upper limit of normal)

· Episode of acute pancreatitis within 3 months of starting thiopurine

· Medical opinion implicates thiopurine as the most likely cause of pancreatitis, and drug withdrawn

Tips which we have found helpful to identify patients:

( Generate a list of IBD patients from your database or by asking IT to search using ICD10 codes UC (K51) and CD (K50)
( Give your Biochemistry department the list of hospital numbers of IBD patients and/or ask them to search for all patients who have ever had an Amylase >2x ULN (referred by Gastroenterologists)
( Combine for Ulcerative Colitis (K51) + Y40-Y59 (Drugs, medicaments and biological substances causing adverse effects in therapeutic use)

Or Combine for Crohn’s Disease (K50) + Y40-Y59 (Drugs, medicaments and biological substances causing adverse effects in therapeutic use)

( For a more specific search cross reference against Ulcerative Colitis (K51) and Crohn’s Disease (K50):

K85.0 (Idiopathic acute pancreatitis), K85.3 (Drug-induced pancreatitis), K85.8 (Other acute pancreatitis) and K85.9 (Acute pancreatitis, unspecified)
7. Thiopurine Hypersensitivity Reaction (THR) in IBD
Inclusion Criteria

· Aged 6 years or over

· History of Inflammatory Bowel Disease

· History of thiopurine exposure in the previous 7 days before the onset of adverse event

· Flu like symptoms  severe enough to lead to drug withdrawal even if temporary (symptoms should include one of the following: fever, muscle ache, joint pain)

· Onset of symptoms within 4 weeks of starting thiopurine
· Symptoms resolved within 14 days of drug withdrawal

Exclusion Criteria

· Patient tolerated re-challenge with the same thiopurine regardless of dose

· Drug withdrawn due to nausea and/or diarrhoea without any other symptoms

· Objective evidence of Infection

Sulfasalazine induced agranulocytosis – Strategies for searching patients

It is proving very challenging for all the sites to recruit patients to the Sulfasalazine induced agranulocytosis arm of the study. The use of this drug has dwindled over the years especially in IBD. It is now more often used in Rheumatology. Therefore, most of the agranulocytosis events would be many years old and thus difficult to search for. At Royal Devon and Exeter Hospital, we tried various strategies to search from various hospital databases. The most productive ones are detailed in steps below:

Strategy 1:
1. With help from your IT department, search through document management software (program that stores the clinic letters, discharge summaries and other clinical documents) for the following terms:

a. Sulfasalazine AND neutropaenia

b. Sulfasalazine AND agranulocytosis

c. Sulfasalazine AND low white cell count

2. This will give you a list of patients where a document contains both the search terms. Individually reviewing these particular documents will allow you elucidate and select patients which had sulfasalazine induced neutropaenia

3. A review of the notes and/or the pathology database (blood tests) would let you determine which of these patients are likely to meet inclusion criteria. These patients can then be contacted regarding taking part in the study

Strategy 2:
1. With the help of your lab, search Pathology database for all blood tests with White cell count <0.5. As this is likely to produce a very large number of results, we recommend searching for 1-2 years at a time.

2. With the help of IT department, do a separate search in document management software for the term ’Sulfasalazine’

3. Compare the patient numbers obtained in the two lists in excel to find patients that were referred to in both the lists i.e. had WCC <0.5 and had a document with the word sulfasalazine. 

4. Review blood tests/clinic letters/case notes for these patients to determine patients that can be included in the study

In Exeter, we could find 8 patients that qualified for the trial using these methods in a short period of time. We can meet our target if each site gets only a few patients. 

Kindly see which strategy is better suited to your hospital and try to apply it to find the patients for this arm of the study. If you need to have any of these strategies explain to you please con tact the team. 

Thank you. 

