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General information
1. I cannot find my diagnosis in the scale, what should I do?

The scale covers many adverse events but not all of them. If you do not find your diagnosis in the scale you should grade it using the general definition of severity:

	Grade 1
	Grade 2
	Grade 3
	Grade 4

	Transient or mild discomfort (<48 hours); no medical intervention/therapy required
	Mild to moderate limitation in activity - some assistance may be needed; no or minimal medical intervention/therapy required
	Marked limitation in activity, some assistance usually required; medical intervention/therapy required, hospitalization possible
	Extreme limitation in activity, significant assistance required; significant medical intervention/therapy required, hospitalization or hospice care probable


Cardiovascular Disorders
2. How to differentiate between Grade 3 and Grade 4 severity for ‘Electrocardiogram QT Corrected Interval Prolonged’?

	Condition term
	Grade 1
	Grade 2
	Grade 3
	Grade 4

	Electrocardiogram QT Corrected Interval Prolonged
	Average QTcF 450 – 480 ms
	Average QTcF 481 – 500 ms
	Average QTcF ≥ 501 ms without signs/symptoms of serious arrhythmia
	Average QTcF >= 501 or >60 ms change from baseline and one of the following: torsades de pointes or polymorphic ventricular tachycardia or signs/symptoms of serious arrhythmia


To decide between grade 3 and 4, you have to account for 1) the absolute measure of the QTcF; 2) the increase from baseline in QTcF, and 3) the signs/symptoms of the patient. 

To illustrate how the 3 parameters combine, see the following examples:

	
	Baseline QTcF*
	1) Current QTcF*
	2) Δ in QTcF*
	3) Signs/symptoms?
	Grade Selection

	Example 1
	452 ms
	505 ms
	53 ms
	NO
	Grade 3; QTcF is ≥ 501 ms but there are no signs/symptoms of serious arrhythmia.

	Example 2
	452 ms
	505 ms
	53 ms
	Chest pain, dyspnoea, presyncope
	Grade 4; QTcF is ≥ 501 ms and there are signs/symptoms of serious arrhythmia.

	Example 3
	390 ms
	452 ms
	62 ms
	NO
	Grade 1; QTcF is ≥ 450 and < 481 ms; difference from baseline is > 60 ms but there are no signs/symptoms of serious arrhythmia.

	Example 4
	390 ms
	452 ms
	62 ms
	Fainting
	Grade 4; QTcF is ≥ 450 and < 481 ms; difference from baseline is > 60 ms and there are signs/symptoms of serious arrhythmia.

	Example 5
	425 ms
	502 ms
	77 ms
	NO
	Grade 3; QTcF ≥ 501 ms; difference from baseline is > 60 ms but there are no signs/symptoms of serious arrhythmia.

	*if in your project you perform duplicate or triplicate ECGs, the average QTcF should be used, see Question 3.


Remember to calculate the Fridericia correction, it is not always the correction from the machine and to re-check on the paper in case of doubts (note, a QTCF nomogram is available in the endTB clinical guideline).

If in your project you perform multiple ECGs, the average measure should be taken to select the severity grade (refer to Question 3).

If there is any doubt, sometimes it is not always clear whether there are signs and symptoms, it is better to assume you have a Grade 4, manage the patient and ask for cardiologist’s advice. If after repeat ECG or ECG reviews, interview of the patient, cardiologist consultation, it happens you do not have a Grade 4, you can downgrade the event to a lower severity grade.

3. What is “average” QTcF?

When doing multiple ECGs on the same day, the severity grading for the QTcF should be decided based on the average QTcF.
In the absence of other guidance (e.g. clinical trial SOP), “average” should refer to the arithmetic average of the ECGs performed on the same day and we advise the following:

· If 2 ECGs are performed, calculate the arithmetic average of the QTcF.
· If >2 ECGs are performed, calculate the arithmetic average of the 2 highest QTcF calculations (i.e., if 3 ECGs are performed, calculate the average of the QTcF of the highest 2 of the 3).

!!This is a general guidance, please follow the SOPs for clinical trials!!
4. What are the clinical signs and symptoms of serious arrhythmia?

Your patient is presenting a grade 4 QT prolongation if the ECG shows a QTcF (or average QTcF for projects where duplicate/triplicate ECGs are done) ≥ 501 ms OR the QTcF (or average QTcF) reveals an increase of >60 ms change from baseline AND the patient presents with signs and symptoms of serious arrhythmia. 

Listed below are signs and symptoms that are concerning for serious arrhythmia:
· Shock, hypotension, shortness of breath, chest pain associated with coronary ischemia, and/or decreased level of consciousness.

· Unexplained sudden syncope without prodrome.

· Recurrent episodes of palpitations associated with light-headedness or syncope (excluding patients with confirmed sinus tachycardia while symptomatic, as these patients are more likely to have an alternative contributing cause of rapid heart rate).
5. Are all Grade 4 ‘Electrocardiogram QT Corrected Interval Prolonged’ serious events?

Generally, Grade 4 QT interval prolongation are serious events. Situations where QTcF or difference in QTcF from baseline is very prolonged and you have signs and symptoms of serious arrhythmia (e.g., fainting) should be considered medically significant (i.e., you need to take several important interventions to protect your patient) or immediately life-threatening (e.g., patient went into torsades de pointes, you had to resuscitate). You may also hospitalize your patient for this reason or prolong the hospital stay, which also renders the QT interval prolongation a serious event.
6. Can I use the severity grading scale if I only know the QTcB?

With high heart rates, one gets a lot of “false alarms” from the ECG machines for elevated QTcB values. It is therefore recommended to calculate corrected QT intervals using the Fridericia formula and to evaluate the severity grade in the scale using the QTcF.

If for any reason a QTcF cannot be calculated, the severity grade can be estimated based on the QTcB using the severity grading scale pending the availability of the QTcF. Clinical management will hence be decided based on the QTcB. We recommend that at least for QTcB above 500 msec, the QTcF is systematically calculated to confirm the risk. 
7. Can I expect other ECG abnormalities when the QT is prolonged? How do I grade those other ECG abnormalities?

ECG QT interval prolongation may lead to other ECG abnormal observations such as T-wave abnormalities (observed in 1 patient).  Always verify with a cardiologist the clinical significance of ECG abnormalities and the potential causes (if you do not have a consulting cardiologist – reach out to MSF Telemedicine or your central medical team).

If a patient is experiencing several ECG abnormalities, severity grading applies to all abnormalities: e.g. ECG shows 1) QTcF at 487 msec and 2) T-wave abnormality (( Reach out to a cardiologist to rule out ischemia). 
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Both abnormalities should be graded separately regardless of whether these are related to each other or not: 

	Condition term
	Grade 1
	Grade 2
	Grade 3
	Grade 4

	Cardiac Rhythm other than QT Interval Prolongation
	N/A
	Asymptomatic, transient signs, no treatment required 
	Recurrent/persistent; symptomatic treatment required 
	Unstable dysrhythmia; hospitalization and treatment required 

	Electrocardiogram QT Corrected Interval Prolonged
	Average QTcF 450 - 480 ms
	Average QTcF 481 - 500 ms
	Average QTcF >= 501 ms without signs/symptoms of serious arrhythmia
	Average QTcF >= 501 or >60 ms change from baseline and one of the following: Torsade de pointes or polymorphic ventricular tachycardia or signs/symptoms of serious arrhythmia.


For abnormalities that are not rhythm abnormalities, the general definition of severity applies:

	Grade 1 - MILD
	Grade 2 - MODERATE
	Grade 3 - SEVERE
	Grade 4 - LIFE-THREATENING

	Transient or mild discomfort (<48 hours); no medical intervention/therapy required
	Mild to moderate limitation in activity - some assistance may be needed; no or minimal medical intervention/therapy required
	Marked limitation in activity, some assistance usually required; medical intervention/therapy required, hospitalization possible
	Extreme limitation in activity, significant assistance required; significant medical intervention/therapy required, hospitalization or hospice care probable


8. What is the grade of ventricular arrhythmia / Torsades de Pointes / polymorphic ventricular tachycardia? 

All cases where very severe/life-threatening rhythm abnormalities such as Torsades de Pointes are observed should be considered as grade 4 events, regardless of whether there is an associated abnormal QTcF; of note, it may be impossible to measure the QTcF interval during these events due to ECG alterations. This also applies for situations where the very severe/life-threatening rhythm abnormality is a suspicion (e.g. AE term “Suspected ventricular arrhythmia” => grade 4).

Renal and urinary disorders

9. How to choose between ‘Creatinine Increased’ and ‘Acute Kidney Injury’ in the scale?

 ‘Acute Kidney Injury’ should be used to evaluate the severity if this condition is diagnosed by the doctor. It expresses AKI in terms of abnormality in creatinine (makes the doctor consider the change from baseline which could be missed with ‘creatinine increased’, e.g. below) but also accounts for the signs/symptoms/therapeutic interventions required. 
‘Creatinine Increased’ should be used to rate the lab value in isolation. The description of each grade only refers to the lab value. Typically, if the lab personnel grades severity of the results, they should use this parameter to evaluate.
In the case of a patient who has increasing creatinine whilst on drug treatment, it is better to use ‘Acute Kidney Injury’.
10. How to grade abnormal creatinine clearance?

Creatinine clearance is a useful indicator, but only ‘Creatinine Increased’ and ‘Acute Kidney Injury’ are available in the scale. We recommend the following as a help for grading low creatinine clearance:
· Grade 1: not applicable.

· Grade 2: <90 - 60 mL/min OR 10 to <30% decrease from baseline,

· Grade 3: <60 - 30 mL/min OR ≥30% - 50% decrease from baseline,

· Grade 4: <30 mL/min OR ≥50% decrease from baseline OR dialysis needed.

(ref: Division of AIDS Table for Grading the Severity of Adult and Pediatric Adverse Events, v.2.0, Nov-2014).
Hepatotoxicity

11. How to decide on the term in case of hepatotoxicity and how to grade?
There are several terms from the scale that can be used to express and grade hepatotoxicity: hyperbilirubinemia, ALT or AST increase, hepatic failure, etc.

if one parameter is raised, then you can use the term and the grading that corresponds to this parameter; e.g. ALT 100 U/L (normal <50) ( Alanine Aminotransferase (ALT or SGPT) Increased, grade 1.
	Condition term
	Grade 1
	Grade 2
	Grade 3
	Grade 4

	Alanine Aminotransferase (ALT or SGPT) Increased
	>ULN - 3.0 x ULN
	>3.0 - 5.0 x ULN
	>5.0 - 20.0 x ULN
	>20.0 x ULN


If both transaminases are elevated, you can use the term ‘Increased liver enzymes (ALT increased or AST increased)’ and the grade will be the highest grade amongst the individual elevated values; e.g. ALT 100 U/L (normal <50) and AST 300 U/L (normal <40) ( Increased liver enzymes (ALT increased or AST increased), grade 3.
	Condition term
	Grade 1
	Grade 2
	Grade 3
	Grade 4

	Alanine Aminotransferase (ALT or SGPT) Increased
	>ULN - 3.0 x ULN
	>3.0 - 5.0 x ULN
	>5.0 - 20.0 x ULN
	>20.0 x ULN

	Aspartate Aminotransferase (AST or SGOT) Increased
	>ULN - 3.0 x ULN
	>3.0 - 5.0 x ULN
	>5.0 - 20.0 x ULN
	>20.0 x ULN


In case of other abnormalities (e.g. hyperbilirubinemia and AST increase), the term hepatotoxicity can be used. The grade will be the highest grade amongst the individual elevated values; e.g. AST 300 U/L (normal <40) and bilirubin 25 mg/dL (normal <2) ( Hepatotoxicity, grade 4.
	Condition term
	Grade 1
	Grade 2
	Grade 3
	Grade 4

	Hyperbilirubinemia
	>ULN - 1.5 x ULN
	>1.5 - 3.0 x ULN
	>3.0 - 10.0 x ULN
	>10.0 x ULN

	Aspartate Aminotransferase (AST or SGOT) Increased
	>ULN - 3.0 x ULN
	>3.0 - 5.0 x ULN
	>5.0 - 20.0 x ULN
	>20.0 x ULN


If your patient suffers from acute or chronic viral hepatitis, and you judge this is the underlying cause of the liver function tests abnormalities (confirmed through e.g. viral antigen/antibody testing, viral load), then viral hepatitis can be used as the event term. The grading of a viral hepatitis flare-up shall account for the grading of the liver function abnormality as displayed above.

Please note that in clinical trials, unless a diagnosis is known, the rule is generally to follow each enzyme/lab parameter separately, but the above applies to PV documents (e.g., SAE forms).

12. How to grade direct/indirect bilirubin increases?

The definition of hyperbilirubinaemia can also be used to grade an abnormal result in direct or indirect bilirubin; e.g. total bilirubin is at 20 micmol/L (normal <21) and direct bilirubin is at 7 micmol (normal <5) ( Direct bilirubin increase grade 1.

	Condition term
	Grade 1
	Grade 2
	Grade 3
	Grade 4

	Hyperbilirubinemia
	>ULN - 1.5 x ULN
	>1.5 - 3.0 x ULN
	>3.0 - 10.0 x ULN
	>10.0 x ULN


13. How to grade low bilirubin?

A bilirubin result lower than normal (when a low limit of normal is mentioned by your local laboratory) is not an indicator of an abnormality and therefore does not need to be graded as an adverse event.

For some other lab parameters, the same may be true, if there is any doubt please check with your medical referent and/or the PV unit.

14. How to grade encephalopathy?
Encephalopathy as part of liver failure can be graded using the ‘hepatic failure’ entry of the scale:

	Condition term
	Grade 1
	Grade 2
	Grade 3
	Grade 4

	Hepatic Failure
	N/A
	N/A
	Asterixis; mild encephalopathy; limiting self care ADL
	Moderate to severe encephalopathy; coma; life-threatening consequences


If encephalopathy is not associated with hepatic failure, it should be graded using the general definition of the severity (see Question 1).
Gastrointestinal disorders

15. How can I record and grade nausea, vomiting and diarrhea occurring at the same time?

Nausea, vomiting and diarrhea, if occurring concomitantly (the onset date is the same) and if thought due to the same reasons (the causality assessment is the same) can be reported as a syndrome of “gastroenterological symptoms”.

The grading for “gastroenterological symptoms” should be the worst grade of any of the 3 conditions; e.g. patient woke up on 02-Jan-2016 with nausea, then vomited 4 times and had diarrhea twice on the same day. He just started medications and the doctor thinks it is caused by all TB drugs. ( Gastroenterological symptoms, grade 2.
	Condition term
	Grade 1
	Grade 2
	Grade 3
	Grade 4

	Diarrhea 
	Mild or transient; 3-4 loose stools/day or mild diarrhea last < 1 week 
	Moderate or persistent; 5-7 loose stools/day or diarrhea lasting >1 week 
	>7 loose stools/day or bloody diarrhea; or orthostatic hypotension or electrolyte imbalance or >2L IV fluids required 
	Hypotensive shock or physiologic consequences requiring hospitalization 

	Nausea 
	Mild or transient; maintains reasonable intake 
	Moderate discomfort; intake decreased significantly; some activity limited 
	No significant intake; requires IV fluids 
	Hospitalization required

	Vomiting 
	1 episode in 24 hours 
	2-5 episodes in 24 hours 
	>6 episodes in 24 hours or needing IV fluids 
	Physiologic consequences requiring hospitalization or requiring parenteral nutrition 


16. How can I record and grade reduced food intake not related to dysphagia?

To capture lost or reduced appetite, the term ‘Anorexia’ is recommended. If the underlying reason is dysphagia, then the term ‘Dysphagia’ is more appropriate.
For Anorexia, the general definition of severity applies (see Question 1).

Respiratory disorders
17. How do I record and grade death from respiratory failure due to disease progression?

Unfortunately, death from respiratory failure occurring in the frame of MDR TB progression happens. It is recommended to record such situations as follows:

· Term: Respiratory failure,
· Grade 4 as fatal,
· Causality: related to TB progression.

This is not to be used in situations where the respiratory failure is related to another cause, e.g. respiratory failure due to anaphylactic shock.
Chemistry, Bloods, Investigations

18. I cannot find my lab abnormality in the scale, what should I do?

The scale covers many lab abnormalities but not all of them. If you do not find your lab abnormality in the scale you should grade it using the general definition of severity:

	Condition term
	Grade 1
	Grade 2
	Grade 3
	Grade 4

	General definition
	Transient or mild discomfort (<48 hours); no medical intervention/therapy required
	Mild to moderate limitation in activity - some assistance may be needed; no or minimal medical intervention/therapy required
	Marked limitation in activity, some assistance usually required; medical intervention/therapy required, hospitalization possible
	Extreme limitation in activity, significant assistance required; significant medical intervention/therapy required, hospitalization or hospice care probable
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 Some tips to help applying the general definition to the lab abnormalities
	Abnormal value but not requiring immediate intervention.
	Sufficiently abnormal lab value to require mild therapeutic intervention.
	Sufficiently severe lab abnormality to require evaluation and treatment.
	Life-threatening lab abnormality; requires immediate evaluation and treatment and usually hospitalisation.


19. There is a gap between the upper or lower limit of normal and the grade 1 in the severity grading scale, how should I record this information?

The severity grading scale is a general tool that does not account for regional/local/inter-laboratory differences in upper and lower limits of normal.
It is possible that you have a value that is outside of the normal range in the lab report, but not included in the grade 1 range from the severity grading scale. The value is abnormal but not abnormal enough to be considered significant and therefore does not need to be recorded as an adverse event (it is still recorded as a lab value in the file, the electronic medical record or the case report form).

Example 1: The patient has hemoglobin at 11.5 g/dL, the lab normal range is 12-14 g/dL. If we refer to the scale, you record an adverse event of anaemia grade 1 if hemoglobin is <10.5 g/dL. For this patient, I only record the lab value but no adverse event of anaemia. His abnormal hemoglobin is not significant enough to be considered an adverse event.
	Condition term
	Grade 1
	Grade 2
	Grade 3
	Grade 4

	Anaemia
	10.5 - 9.5 g/dL
[105 - 95 g/L]
	9.4 - 8.0 g/dL 
[94 - 80 g/L]
	7.9 - 6.5 g/dL 
[79 - 65 g/L]
	< 6.5 g/dL 
[< 65 g/L]


!! Medical judgement always prevail !!
Example 2: The patient has a massive forehead injury due to a fight, hemoglobin is 11.5 g/dL (normal: 12-14). I don’t record the anaemia, BUT I record an adverse event of Hemorrhage, Blood Loss (grade 1).
20. There is an overlap between the upper or lower limit of normal and the grade 1 in the severity grading scale, how should I record this information?

The severity grading scale is a general tool that does not account for regional/local/inter-laboratory differences in upper and lower limits of normal.

It is possible that you have a value that is in the normal range in the lab report, but already included in the grade 1 range from the severity grading scale. The value is normal for the lab/population but abnormal in the generic scale (international). This does not need to be recorded as an adverse event (it is still recorded as a lab value in the file, the electronic medical record or the case report form).

	The easier process to always be correct when reviewing lab values is:

1. Check the results as compared to the normal ranges from your local laboratory.

2. If abnormal for your local laboratory, check the grade in the severity grading scale.


Example 1: The patient has magnesium 0.68 mmol/L and the normal range in the lab 1 is [0.65-1.00].

· Step 1 – the value is normal ( no adverse event.

Example 2: The patient has magnesium 0.68 mmol/L and the normal range in the lab 2 is [0.69-1.00].

· Step 1 – the value is abnormal.

· Step 2- I look for the grade for hypomagnesemia at 0.68 mmol/L ( grade 1.

	Condition term
	Grade 1
	Grade 2
	Grade 3
	Grade 4

	Hypomagnesemia 
	1.4 - 1.2 mEq/L
[0.70 - 0.60 mmol/L]
[1.70 - 1.46 mg/dL]
	1.1 - 0.9 mEq/L
[0.59 - 0.45 mmol/L]
[1.45 - 1.09 mg/dL]
	0.8 - 0.6 mEq/L
[0.44 - 0.30 mmol/L]
[1.08 - 0.73 mg/dL]
	< 0.6 mEq/L [<0.30 mmol/L; <0.73 mg/dL] or abnormal magnesium with life-threatening arrhythmia 


21. What should I do when my lab result is exactly between 2 grades?

For example, if we take lipase and my patient is having a result that is 1.52 times the upper limit of normal:

	Condition term
	Grade 1
	Grade 2
	Grade 3
	Grade 4

	Lipase Increased
	1.1 - 1.5 x ULN 
	1.6 - 2.0 x ULN 
	2.1 - 5.0 x ULN 
	> 5.1 x ULN 


You can round the result in order to grade, for this example:

•         if patient’s result is between 1.50 and 1.54 xULN --> rounded at 1.5 = grade 1.

•         if patient’s result is between 1.55 and 1.59 xULN --> rounded at 1.6 = grade 2.

22. How to grade fever?

The severity grading scale entry for fever is entitled ‘fever (oral)’. If you use another method to measure body temperature, e.g. axillary, you can still refer to the severity grades mentioned under ‘fever (oral)’.

23. Can I use the scale to grade hypocalcemia and hypercalcemia if I do not measure albumin?

The severity grading scale mentions hyper- or hypo-calcemia corrected for albumin, but albumin may not be systematically measured in your project. If you cannot correct the value for albumin, you can still use the reference grades below. It is recommended that if you correct you mention it in the AE term (e.g., hypocalcemia (corrected for albumin)’.
	Condition term
	Grade 1
	Grade 2
	Grade 3
	Grade 4

	Hypercalcemia (corrected for albumin) 
	10.6 - 11.5 mg/dL 
[2.65 - 2.87 mmol/L]
	11.6 - 12.5 mg/dL 
[2.88 - 3.12 mmol/L]
	12.6 - 13.5 mg/dL 
[3.13 - 3.37 mmol/L]
	> 13.5 mg/dL [> 3.37 mmol/L] or abnormal calcium with life threatening arrhythmia 

	Hypocalcemia (corrected for albumin) 
	8.4 - 7.8 mg/dL 
[2.10 - 1.95 mmol/L]
	7.7 - 7.0 mg/dL 
[1.94 - 1.75 mmol/L]
	6.9 - 6.1 mg/dL 
[1.74 - 1.52 mmol/L]
	< 6.1 mg/dL [<1.52 mmol/L] or abnormal calcium with life threatening arrhythmia or tetany


24. How to grade glycated hemoglobin - HbA1c?

This value is not in the severity grading scale, as advised under Question 1, it should be graded using the general definition of severity. We recommend that an HbA1c value between 6.0 and 6.4% is considered a grade 2 and a value above 6.5% is considered a grade 3.
25. How to grade abnormal thyroid function?

Thyroid stimulating hormone (TSH) is generally tested and used as an indicator of normal or abnormal thyroid function. The TSH value is an indicator of hypoactive, normal or hyperactive thyroid function.
The TSH value however does not allow to grade the intensity of a hypo- or hyper-thyroidism, only the clinical symptoms are appropriate indicators of the severity. Symptoms may include; dyspnoea, palpitations, tiredness, sweating, nervousness, changes in appetite, changes in body weight, thyroid enlargement or shrinking, exophthalmos, feeling cold or warm, pulse rate abnormalities, atrial fibrillation, hyperkinesia.

	Condition term
	Grade 1
	Grade 2
	Grade 3
	Grade 4

	Hyperthyroidism
	Asymptomatic; clinical or diagnostic observations only; intervention not indicated
	Symptomatic; thyroid suppression therapy indicated; limiting iADL
	Severe symptoms; limiting self care ADL hospitalization indicated
	Life-threatening consequences; urgent intervention indicated

	Hypothyroidism
	Asymptomatic; clinical or diagnostic observations only; intervention not indicated
	Symptomatic; thyroid replacement indicated; limiting iADL
	Severe symptoms; limiting self care ADL hospitalization indicated
	Life-threatening consequences; urgent intervention indicated


26. How to grade a weight loss?

In the severity grading scale, changes in weight should be graded according to the baseline. Baseline is generally defined as the first measure taken before treatment start and serves as a reference throughout the course of the treatment.

Example 1: 
	Before treatment
	Month 1
	Month 2
	Month 3

	54 kg
	53 kg
	50 kg
	50 kg


	I take the weight before treatment to decide on the severity of the weight loss at Month 3:
	4 kg loss at Month 3
	=   7%, grade 1.

	
	54 kg at first measure
	


	Condition term
	Grade 1
	Grade 2
	Grade 3
	Grade 4

	Weight Loss
	5 to <10% from baseline; intervention not indicated
	10 - <20% from baseline; nutritional support indicated
	>=20% from baseline; tube feeding or TPN indicated
	N/A


In some instances, provided the long duration of treatment, it may be more relevant to use as baseline value the weight patient had stabilized to; especially when the patient reaches a body weight that is associated with a BMI that is in the normal range. 
Example 2: 
	Before treatment
	Month 1
	Month 2
	Month 3
	Month 4
	Month 5
	Month 6
	Month 7

	43 kg
	45 kg
	46 kg
	47 kg
	50 kg
	50 kg
	50 kg
	40 kg


	If I take the 1st measure as reference (43 kg) and calculate weight loss at Month 7, I am underestimating the issue that is we have a patient stable at 50 kg who has lost 10 kg within 1 month. It is more relevant to use as reference value the stable weight of the patient (50 kg).
	10 kg loss at Month 7
	=   20%, grade 2.

	
	50 kg stable weight
	


	Condition term
	Grade 1
	Grade 2
	Grade 3
	Grade 4

	Weight Loss
	5 to <10% from baseline; intervention not indicated
	10 - <20% from baseline; nutritional support indicated
	>=20% from baseline; tube feeding or TPN indicated
	N/A


Remember, if you record and grade weight loss as an adverse event, it should be considered adverse!

Example 3:

The patient was 120 kg for 170 cm and had lost 5 kg during the follow-up phase because he is more active and following a diet. ( Not an ‘adverse’ event.

27. How to grade a weight gain?

In most cases in the DR TB therapeutic area, a weight gain is not an ‘adverse’ event but rather an indicator of good treatment efficacy / resolving TB symptoms.
Remember, if you record and grade weight gain as an adverse event, it should be considered adverse!

The principles from Question 26 apply, would the weight gain be considered an adverse event.

28. How to grade hypophosphatemia with a result in mmol/L?
You can use the following definition:
	Condition term
	Grade 1
	Grade 2
	Grade 3
	Grade 4

	Hypophosphatemia 
	2.4 - 2.0 mg/dL 

0.8- 0.7 mmol/L
	1.9 -1.5 mg/dL or replacement Rx required 

0.6-0.5 mmol/L
	1.4 -1.0 mg/dL intensive therapy or hospitalization required 

0.4 -0.3 mmol/L intensive therapy or hospitalisation required
	< 1.0 mg/dL or abnormal phosphate with life-threatening arrhythmia 

< 0.3 mmol/L or abnormal phosphate with life-threatening arrhythmia


29. How to grade hemoglobin increase or decrease with a result in mmol/L?

You can use the following definition:

	Condition term
	Grade 1
	Grade 2
	Grade 3
	Grade 4

	Anaemia
	10.5 - 9.5 g/dL
[105 - 95 g/L]

[6.5 - 5.9 mmol/L]
	9.4 - 8.0 g/dL 
[94 - 80 g/L]

[5.8 -5.0 mmol/L]
	7.9 - 6.5 g/dL 
[79 - 65 g/L]

[4.9 - 4.0 mmol/L]
	< 6.5 g/dL 
[< 65 g/L]

[ < 4.0 mmol/L]

	Hemoglobin Increased
	Increase in >0 - 2 g/dL [>0 - 20 g/L / >0 - 1.2 mmol/L] above ULN or above baseline if baseline is above ULN
	Increase in >2 - 4 g/dL [>20 - 40 g/L / > 1.2 - 2.5 mmol/L] above ULN or above baseline if baseline is above ULN
	Increase in >4 g/dL [>40 g/L / > 2.5 mmol/L] above ULN or above baseline if baseline is above ULN
	N/A


30. How to grade when results are received as neutrophil or lymphocyte percentages?

When you get your white blood cell subtypes results in % only, please always calculate the corresponding cell counts.
Example: 1. You get the results in %, e.g. I am looking at lymphocytes for which the result is 2%. 
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2. You calculate the corresponding cell count, here my lymphocyte count is 0.424 x10E9/L.
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3. Now that I have the cell count, I see it is lower than expected for a lymphocyte count (e.g. LLN= 1.2 x10E9/L).
4. I check in the severity scale and can grade an AE of lymphocyte count decreased grade 3:
	Condition term
	Grade 1
	Grade 2
	Grade 3
	Grade 4

	Lymphocyte Count Decreased
	<LLN - 800/mm3
[<LLN - 0.8 x 10^9/L]
[<LLN - 0.8 x10^3/μL]
	<800 - 500/mm3
[<0.8 - 0.5 x10^9/L]
[0.8 - 0.5 x10^3/μL]
	<500 - 200/mm3
[<0.5 - 0.2 x10^9/L]
[<0.5 - 0.2 x10^3/μL]
	<200/mm3
[<0.2 x 10^9/L]
[<0.2 x10^3/μL]


31. How to grade hyperuricemia with a result in mmol/L or micmol/L?

You can use the following definition:

	Condition term
	Grade 1
	Grade 2
	Grade 3
	Grade 4

	Hyperuricemia (uric acid) 
	7.5 – 10.0 mg/dL 
446-595 micmol/L
0.45-0.59 mmol/L
	10.1 – 12.0 mg/dL 
596-714 micmol/L
0.60-0.71 mmol/L
	12.1 – 15.0 mg/dL 
715-892 micmol/L
0.72-0.89 mmol/L
	>15.0 mg/dL 
>892 micmol/L
>0.89 mmol/L


32. What does it mean when a lab value is changing within a same grade?

For example: your patient was experiencing anaemia with hemoglobin at 10.4 g/dL [grade 1] and is now presenting hemoglobin at 9.6 g/dL [grade 1]. 

· The grade stays the same as it is still in the range of the definition of a grade 1 for anaemia. 

· There is a deterioration that is not reflected by a change in grade, but you can reflect this via the event’s outcome (e.g. not resolved).
	Condition term
	Grade 1
	Grade 2
	Grade 3
	Grade 4

	Anaemia
	10.5 - 9.5 g/dL
[105 - 95 g/L]

[6.5 - 5.9 mmol/L]
	9.4 - 8.0 g/dL 
[94 - 80 g/L]

[5.8 -5.0 mmol/L]
	7.9 - 6.5 g/dL 
[79 - 65 g/L]

[4.9 - 4.0 mmol/L]
	< 6.5 g/dL 
[< 65 g/L]

[ < 4.0 mmol/L]


33. How to grade low lipase levels?

No international consensus on a pathologically low level of lipase could be retrieved in the literature (usually <10 U/L). Very low levels of lipase, close to 0, were found associated with a higher risk of pancreatic cancer in a retrospective study in Turkey
.  We recommend a lipase level below the low limit of normal be considered a grade 1. If your laboratory does not provide a low limit of normal, the determination of a grade 1 is left upon the judgement of the clinician.
34. How to grade thrombocytosis?
In line with the Question 18, we recommend the grading is performed according to the risk level. As a guidance, the below values can be used to define high risk levels
.
	Condition term
	Grade 1
	Grade 2
	Grade 3
	Grade 4

	Thrombocytosis
	N/A
	450,000-999,000/mm3 

[450-999 x10^9/L]

[450-999 x10^3/μL]
	1,000,000-1,499,000/mm3 

[1’000-1’499 x10^9/L]

[1’000-1’499 x10^3/μL]
	≥1,500,000/mm3 

[≥1'500 x10^9/L]
[≥1'500 x10^3/μL]]


Please note this is a guidance for reference in case of doubt, not a strict rule to be systematically followed.

Ophthalmological disorders

35. How to grade some degree of colour blindness?
We test the colour blindness as a screening test to try to detect early signs of optic neuritis, so: 

· If the patient has a baseline abnormal colour vision, he is colour blind and should be monitored by an ophthalmologist for visual acuity. Vision colour change cannot be used as a warning sign of optic neuritis.
· If the patient has a change in colour vision (reported by the patient or identified during Ishihara test), then physicians should evaluate the visual acuity amongst other tests to see if the underlying cause is optic neuritis. If yes, then the event should be graded using the ‘Optic Nerve Disorder’ entry of the scale. If it is another diagnosis, the scale includes ‘Cataract’, ‘Retinopathy’ and ‘Eye disorders, Others’ to grade the diagnosis.
· If the patient has a change in colour vision (reported by the patient or identified during Ishihara test), and after proper ophthalmology review there is no visual acuity changes and no other eye disorder diagnosed, there is no disorder so no adverse event (?screening test failure).
36. How to grade optic neuritis?

Optic nerve disorders exist in the severity grading scale. We provide below additional support for decision making when grading optic neuritis:
	Condition term
	Grade 1
	Grade 2
	Grade 3
	Grade 4

	Optic Nerve Disorder
	Asymptomatic; clinical or diagnostic observations only
	Limiting vision of the affected eye (20/40 [6/12] or better)
	Limiting vision in the affected eye (worse than 20/40 [6/12] but better than 20/200 [6/60])
	Blindness (20/200 [6/60] or worse) in the affected eye

	Interpretation for grading of optic neuritis
	Patients with colour blindness (less than 10 plates recognized on Ishihara test) and/or asymptomatic slight reduction of the visual acuity (less than 20/20 or 100%, but more than 20/40 or 70%)
	Patients with symptomatic slight reduction of the visual acuity (less than 20/20 or 100%, but more than 20/40 or 50%).
	Patients with moderate reduction of the visual acuity (less than 20/40 or 50%, but more than 20/200 or 10%).
	Patients with severe reduction of the visual acuity (less than 20/200 or 10%).


37. How to grade bilateral eye disorders?

The scale describes the grading ‘in the affected eye’ for the listed conditions. It is recommended to grade each eye separately and use the worst grade as the severity grade for the diagnosis:
e.g. a patient developed diabetic retinopathy; visual acuity in the left eye was 20/40 [grade 2] and visual acuity in the right eye was 20/200 [grade 4] ( Bilateral diabetic retinopathy [grade 4].

	Condition term
	Grade 1
	Grade 2
	Grade 3
	Grade 4

	Retinopathy
	Asymptomatic; clinical or diagnostic observations only
	Symptomatic with moderate decrease in visual acuity (20/40 [6/12] or better); limiting iADL
	Symptomatic with marked decrease in visual acuity (worse than 20/40 [6/12]); disabling; limiting self care ADL
	Blindness (20/200 [6/60] or worse) in the affected eye


If the issue is bilateral but for any reasons, you judge it is better to record separately, then you will grade each eye separately:

e.g., right eye sustained an injury causing transient blurred vision and left eye displayed blurry vision considered suspected neuritis. ( AE1: Right eye injury; AE2: Blurry vision left.
e.g., right eye is blind from baseline and left eye visual acuity is decreasing. ( Medical history of right eye blindness; AE: Visual acuity decrease left.

Nervous system disorders

38. How to grade peripheral neuropathy?

In the scale, paresthesia and neurosensory disorders are defined.

Paresthesia corresponds to the description by the patient of the “subjective” symptoms of peripheral neuropathy (pins and needles, tingling, burning sensation, etc.). If brief peripheral neuropathy screening questionnaire is not used in your project, you will not use a score to grade paresthesia, but use the description of the patient, their incapacity to conduct their activities of daily life, and the level of intervention/management required.

Neurosensory disorder corresponds to diagnoses and “objective” test abnormalities. If brief peripheral neuropathy screening evaluations are not used in your project (deep tendon reflex and vibration perception tests) and neurologist referral is not possible, the evaluation of the neuro-sensory loss will rely on the patient’s description and the available test results (e.g. pinprick).
Grading of a diagnosis of peripheral neuropathy shall account for both neurosensory loss and paresthesia:

e.g., patient developed burning in feet up to the point of crying [grade 3], and pinprick in the emergency room showed a mild loss of sensation [grade 1]. Suspicion is linezolid-induced peripheral neuropathy ( [grade 3]

	Condition term
	Grade 1
	Grade 2
	Grade 3
	Grade 4

	Neuro-Sensory Disorders
	Mild impairment in sensation (decreased sensation, e.g. vibratory, pinprick, hot/cold in great toes) in focal area or symmetrical distribution; or change in taste, smell, vision and/or hearing; and/or vibration perception score 1 (mild loss).
	Moderate impairment (mod decreased sensation, e.g. vibratory, pinprick, hot/cold to ankles) and/or joint position; and/or vibration perception score 2 (moderate loss).
	Severe impairment (decreased or loss of sensation to knees or wrists); and/or vibration perception score 3 (severe loss) and/or deep tendon reflex score 1.
	Sensory loss involves limbs and trunk; paralysis; or seizures; and/or deep tendon reflex score 0.

	Paresthesia (Burning, Tingling, etc.) 
	Mild discomfort; no treatment required;
	Moderate discomfort; non-narcotic analgesia required; and/or BPNS subjective sensory neuropathy score 4-6 on any side.
	Severe discomfort; or narcotic analgesia required with symptomatic improvement; and/or BPNS subjective sensory neuropathy score 7-10 on any side.
	Incapacitating; or not responsive to narcotic analgesia.


Please note some projects may use different scales/tests and more complex definitions. Please refer to the applicable SOPs in your project.

39. What are the brief peripheral neuropathy screening test score interval values for paresthesia grade 1?

If you use the Brief Peripheral Neuropathy Screening subjective sensory neuropathy score, you might have noticed the interval is missing for grade 1 in the scale. Please refer to the below:

	Condition term
	Grade 1
	Grade 2
	Grade 3
	Grade 4

	Paresthesia (Burning, Tingling, etc.) 
	Mild discomfort; no treatment required; and/or BPNS subjective sensory neuropathy score 1-3 on any side.
	Moderate discomfort; non-narcotic analgesia required; and/or BPNS subjective sensory neuropathy score 4-6 on any side.
	Severe discomfort; or narcotic analgesia required with symptomatic improvement; and/or BPNS subjective sensory neuropathy score 7-10 on any side.
	Incapacitating; or not responsive to narcotic analgesia.


Psychiatric disorders

40. How to grade anxiety when no or another scoring method is used?

In the severity grading scale, the Hamilton test scores are mentioned. 

If your project does not use the Hamilton scoring method and/or use another method, then the grading of anxiety shall be made according to the clinical description only (part in blue) or as per the specific instructions in your project (e.g. clinical trial SOP).
	Condition term
	Grade 1
	Grade 2
	Grade 3
	Grade 4

	Anxiety
	Mild symptoms; intervention not indicated; and/or Hamilton Anxiety Rating Scale score 1-17.
	Moderate symptoms; limiting instrumental ADL; and/or Hamilton Anxiety Rating Scale score 18-24.
	Severe symptoms; limiting self care ADL; hospitalization not indicated; and/or Hamilton Anxiety Rating Scale score 25-30.
	Life-threatening; Hamilton Anxiety Rating Scale score >30; and/or hospitalization indicated. 


Ear disorders

41. How to grade a medical history of hypoacusis?

In the severity grading scale, the AE of hearing loss on treatment is graded based on threshold shifts from baseline. There is no recommendation on how to grade the baseline audiogram results for pre-existing (pre-treatment) hypoacusis. Various scales exist to assess baseline hypoacusis and you should apply the scale in use in your project.

If you do not have a recommendation in your project/country, we generally recommend:

· Grade 1 = 21-40 dB

· Grade 2 = 41-55 dB
· Grade 3 = 56-90 dB
· Grade 4 >90 dB

Please note, this is solely for medical history grading and shall never be used for a loss from baseline during TB treatment.

42. How to grade hearing loss if I did not take a baseline (before starting treatment)?

Grade the first audiogram you performed using the Question 41 and use this first audiogram as ‘baseline’ for grading of change in hearing in the next audiograms as applicable. If hypoacusis of any grade is present in this first audiogram and unless there is a clear pre-existing medical history of hypoacusis (as reported by patient for example), we recommend an AE is recorded.
43. How to grade bilateral ear disorders?

It is recommended to grade each ear separately and use the worst grade as the severity grade for the diagnosis:

e.g. a patient developed tinnitus bilaterally; in the left ear it was mild [grade 1] and in the right ear it was severe [grade 3] ( Bilateral tinnitus [grade 3].

	Condition term
	Grade 1
	Grade 2
	Grade 3
	Grade 4

	Tinnitus
	Mild symptoms; intervention not indicated
	Moderate symptoms; limiting instrumental ADL
	Severe symptoms; limiting self care ADL
	N/A


If the issue is bilateral but for any reasons, you judge it is better to record and follow separately, then you will grade each ear separately:
e.g., right ear has an infection causing transient hypoacusis and left ear has hypoacusis considered due to neurotoxicity.( AE1: Right ear infection; AE2: Hypoacusis left.

e.g., right ear is deaf from baseline and left hearing is decreasing. ( Medical history of right ear deafness; AE: Hearing loss left.
� Not applicable from interventional clinical trials.
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