DOTS-PLUS FOR MULTIDRUG-RESISTANT TUBERCULQOSIS PATIENTS IN SOUTH AFRICA

PATIENT CLINIC CARD Annexure 5
PATIENT PERSONAL DETAILS
First Name ‘ | Surname ‘ |
DOTS-Plus Number | | | | |/| | | | |Registration Date| | |/| | |/| | | | |
(ddmmyy)
Province |
District ‘ ‘CIinic/HospitaI ‘ ‘Treatment Point ‘ |
Gender I M | F | Race 1 ]2 ]3[4 ]9 |
Nationality | RSA | Other | If Other, Specify | |
ONumber | [ | [ [ [T [T [[ ][]
Date of Birth (ddmmyy) ‘ ‘ ‘/| ‘ ‘/‘ ‘ ‘ ‘ ‘ Age |:|:| yrs
Home Address
Postal Code ’—
Tel: Code I:l Number l:l Fax: Code I:l Number | |
PATIENT CONTACT DETAILS MDR CENTRE DETAILS
Contact Person ‘ ‘MDR Centre ‘ |
Tel:  Code |:| Number |:| Centre Address
Fax: Code |:| Number :
Tel: Code |:| Number \ |
Other information
Fax: Code |:| Number ‘ |
Contact Person | |
Treatment Episode No l:l:l Folder Number | |
MDR INFORMATION
Resistant to Patient Classification Site of Disease
Isoniazid New MDR, Never Treated Before Pulmonary
Rifampicin MDR, Treated For TB Before Extra-pulmonary
Ethambutol MDR, Treated For MDR Before Both
Other Drugs

Date MDR Diagnosis Confirmed (ddmmyy) | | |/| | |/| | | | |




BACTERIOLOGY AND TREATMENT
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Ka = Kanamycin
E = Ethambutol

Am = Amikacin
Te = Terizidone

Z = Pyrazinamide
Cy = Cycloserine

MEDICAL HISTORY

Et = Ethionamide

Of = Ofloxacin

Ci = Ciprofloxacin

HOUSEHOLD CONTACTS

Name Age

Name

Age




ADHERENCE RECORD

Use one of the following symbols in the upper space of the appropriate box and initial in the lower space after the drugs have been administered:
Medication taken under supervision at clinic.

Patient did not collect medication.
Patient did not have to collect medication (eg. weekend).
Medication collected for self administration or supervision elsewhere, draw horizontal line (-) to indicate number of days supply were given.

INTENSIVE PHASE

I OX X
N

Drugs Ka/Am Z Et Of/Ci E TelCy Other

Dosages |

Day
Month |1|2|3|4|5|6 |7 |8 (9|10 |11|12[1B|14|15|16|17|18[19(20 |21 |2 (23|24|25|2 |271|28|29 3|3

CONTINUATION PHASE

Drugs Ka/Am Y4 Et Of/Ci E TelCy Other

Dosages |

Day
Month [t |2 3|4 |5|6|7|8|9|10|t|12|B|14|5 |16|7|18|19|20]|2a|2[28|24|25|26|27|28|2|30]3l

TREATMENT SUPERVISOR

[ ] Relative [ ] Employer [ ] Teacher [ ] community health worker [ | Clinic nurse [__] Other




DRUG ADVERSE EFFECT MONITORING

Adverse

Effect MONTH

(indicate

grading*) 1|/2|3|4|5|6|7|8|9 |10 |11 |12 |13 |14 |15 |16 [17 |18 |19 |20 |21 |22 | 23 | 24

Abdominal pain

Constipation

Decreased
hearing

Depression

Diarrhoea

Dizziness

Fatigue

Fever

Headache

Joint pain

Nausea

Psychosis

Rash

Skin
colourisation

Tinnitus

Tremors

Vision changes

Died

Date

Defaulted

Vomiting
Other (list)
Grading: 1 = mild: requiring no intervention
2 = moderate: requiring palliative intervention (eg. pain Killer)
3 = severe: requiring change in treatment, REFER TO MDR CENTRE
TREATMENT OUTCOME
Cured

Treatment Completed

Treatment Failure

Transferred

Lost to Follow-up

Completed by ‘

‘ Signature

LD Pl P L] dmmyy)




DOTS-PLUS FOR MULTIDRUG-RESISTANT TUBERCULOSIS PATIENTS IN SOUTH AFRICA
PATIENT TREATMENT CARD

PATIENT PERSONAL DETAILS

DOTS-PIusNumber‘ ‘ | ‘ |/‘ ‘ ‘ ‘ |RegistrationDate‘ ‘ ‘/‘ ‘ ‘/‘ ‘ ‘ | ‘
(ddmmyy)

First Name ‘ ‘ Surname ‘ ‘
Gender Race|1‘2‘3|4‘9‘
Nationality ‘ RSA ‘ Other ‘ If Other, Specify‘ ‘
oNumper [ | [ [ T[T [[[]][]

pateofBith | | [/ [ [/] [ ][] age| | |y

(ddmmyy)

Home Address

Postcal Code
Tel:  Code I:INumber I:l Fax: Code |:|Number ‘ ‘

PATIENT CLASSIFICATION SITE OF DISEASE
New MDR, Never Treated Before Pulmonary
MDR, Treated For TB Before Extra-pulmonary
MDR, Treated For MDR Before Both

MDR CENTRE DETAILS

MDR Centre ‘

Centre Address ‘

Tel:  Code |:| Number ‘ Fax: Code I:l Number

Contact Person ‘




BACTERIOLOGY AND TREATMENT

BACTERIOLOGY

Weight Date RESULTS TREATMENT
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Ka = Kanamycin Am = Amikacin Z = Pyrazinamide Et = Ethionamide Of = Ofloxacin Ci = Ciprofloxacin
E = Ethambutol Te = Terizodone Cy = Cycloserine

CLINICAL DETAILS




ADHERENCE RECORD

Use one of the following symbols in the upper space of the appropriate box and initial in the lower space after the drugs have been administered:
Medication taken under supervision at clinic.

Patient did not collect medication.
Patient did not have to collect medication (eg. weekend).
Medication collected for self administration or supervision elsewhere, draw horizontal line (-) to indicate number of days supply were given.

INTENSIVE PHASE

I OX X
N

Drugs Ka/Am Z Et Of/Ci E TelCy Other

Dosages |

Day
Month |1|2|3|4|5|6 |7 |8 (9|10 |11|12[1B|14|15|16|17|18[19(20 |21 |2 (23|24|25|2 |271|28|29 3|3

CONTINUATION PHASE

Drugs Ka/Am Y4 Et Of/Ci E TelCy Other

Dosages |

Day
Month [t |2 3|4 |5|6|7|8|9|10|t|12|B|14|5 |16|7|18|19|20]|2a|2[28|24|25|26|27|28|2|30]3l

TREATMENT SUPERVISOR

[ ] Relative [ ] Employer [ ] Teacher [ ] community health worker [ | Clinic nurse [__] Other




APPOINTMENTS

Date

ddmmyy) Where

Seen by

Name Date

Comments

TREATMENT OUTCOME

Cured

Treatment Completed

Treatment Failure
Defaulted
Died

Transferred

D Lost to Follow-up

Completed by ‘

‘ Signature

oate | | [+ | [ |1 |

|| @dmmyy)




Annexure 6

DOTS-PLUS FOR MULTIDRUG-RESISTANT TUBERCULOSIS PATIENTS IN SOUTH AFRICA
EPISODE ADHERENCE RECORD

Page 1
Pamthame| |DOTSPM5N0 | | | | |/| | | | | Treatment Episode No [:I:]
INTENSIVE PHASE
Kanamycin/ . . Ofloxacin/ ) . Terizidone/ )
Drugs Amikacin Pyrazinamide Ciprofloxacin Ethionamide Ethambutol Cycloserine Other (specify)

Dosage (mQ)

Administration (days/week)

Use one of the following symbols in the upper space of the appropriate box and initial in the lower space after the drugs have been taken by the patient

v o= medication taken under supervision 0 = patient did not have to collect medication (eg. weekend)
X = patient did not collect medication - = medication collected for self-administration or supervision elsewhere; draw horizontal line to indicate number of days

Day Adherence Supervision*
Month | 1 | 2|3 |4|5[|6|7(8[9[10[11 |12 |13 |14 (15|16 (17|18 |19 |20 |21 |22 |23 |24 |25|26 |27 2829 |30 |31|v [X|-|H|C|CV]|E]|S
Tnitials | T T N 1 I I T T
Tnitials | T T T N N 1 I B T B
Tnitials | T T N N 1 I I T T
Tnitials | T T T N 1 I I T T
Tnitials | T T T T T 1 I B N R T B

TOTAL

* Supervision: H — Hospital

Interruption Source

C — Clinic

CV — Community Volunteer

E — Employer

S — Self O — Other, list

% Overall Adherence = 100 x (Total / Number of Days Rx prescribed) = I:':I:':I %

Patient

Doctor

Number of Doses Missed during Intensive Phase

Number of Doses Missed during Intensive Phase




DOTS-PLUS FOR MULTIDRUG-RESISTANT TUBERCULOSIS PATIENTS IN SOUTH AFRICA

EPISODE ADHERENCE RECORD
Page 2

Patient Name DOTS-Plus No Treatment Episode No
| | HEEEVEEEE [ 1]

CONTINUATION PHASE

Kanamycin/ Ofloxacin/ Terizidone/

Drugs Amikacin Pyrazinamide Ciprofloxacin Ethionamide Ethambutol Cycloserine

Other (specify)

Dosage (mg)

Administration (days/week)

Use one of the following symbols in the upper space of the appropriate box and initial in the lower space after the drugs have been taken by the patient
v - medication taken under supervision 0 = patient did not have to collect medication (eg. weekend)
X = patient did not collect medication -- = medication collected for self-administration or supervision elsewhere; draw horizontal line to indicate number of days

Day Adherence Supervision*
Month |1 |2 |3 |4|5|6|7[8]9[10[11|12[13 |14 |15 |16 |17 |18 19|20 |21 |22 |23 |24 |25|26 |27 |28 [29|30[31|v [X|-|H|]C|CV|E|S]|O
BT = o A A O O I O I I I e I T 1T T T T T T
BT = o A A O O I O I I R e I T 1T T T T T T
miils | 1T T T T T T T T IR T 1T T T R T T
T o I R R R IR T 1T T T R T T
T o N R R R R 1T 171 T 1T T T R T T
miits | 1T T T T T T T IR T 1T T T R T T
miits | 1T T T T T T T T IR T 1T T T R T T
miiats | 1T T T T T T T T IR T 1T T T R T T
miiats | 1T T T T T T T T 1T 171 T 1T T T R T T
miiats | 1T T T T T T 1T 11 T 1T T T R T T
TOTAL

* Supervision: H—Hospital C — Clinic CV — Community Volunteer E — Employer S — Self O — Other, list

% Overall Adherence =100 x (Total / Number of Days Rx prescribed) = I:':I:':I %

Interruption Source Patient Number of Doses Missed during Intensive Phase

Doctor Number of Doses Missed during Intensive Phase




DOTS-PLUS FOR MULTIDRUG-RESISTANT TUBERCULOSIS PATIENTS IN SOUTH AFRICA

EPISODE ADHERENCE RECORD
Page 3

Patient Name DOTS-Plus No / Treatment Episode No
| | HEEENEEEE [ []

CONTINUATION PHASE

Kanamycin/ Ofloxacin/ Terizidone/

Drugs Amikacin Pyrazinamide Ciprofloxacin Ethionamide Ethambutol Cycloserine

Other (specify)

Dosage (mg)

Administration (days/week)

Use one of the following symbols in the upper space of the appropriate box and initial in the lower space after the drugs have been taken by the patient
v - medication taken under supervision 0 = patient did not have to collect medication (eg. weekend)
X = patient did not collect medication -- = medication collected for self-administration or supervision elsewhere; draw horizontal line to indicate number of days

Day Adherence Supervision*
Month |1 |2 |3 |4|5|6|7[8]9[10[11|12[13 |14 |15 |16 |17 |18 19|20 |21 |22 |23 |24 |25|26 |27 |28 [29|30[31|v [X|-|H|]C|CV|E|S]|O
BT = o A A O O I O I I I e I T 1T T T T T T
BT = o A A O O I O I I R e I T 1T T T T T T
miils | 1T T T T T T T T IR T 1T T T R T T
T o I R R R IR T 1T T T R T T
T o N R R R R 1T 171 T 1T T T R T T
miits | 1T T T T T T T IR T 1T T T R T T
miits | 1T T T T T T T T IR T 1T T T R T T
miiats | 1T T T T T T T T IR T 1T T T R T T
miiats | 1T T T T T T T T 1T 171 T 1T T T R T T
miiats | 1T T T T T T 1T 11 T 1T T T R T T
TOTAL

* Supervision: H—Hospital C — Clinic CV — Community Volunteer E — Employer S — Self O — Other, list

% Overall Adherence =100 x (Total / Number of Days Rx prescribed) = I:':I:':I %

Interruption Source Patient Number of Doses Missed during Intensive Phase Total for Continuation Phase

Doctor Number of Doses Missed during Intensive Phase Total for Continuation Phase




Annexure 7

DOTS-PLUS FOR MULTIDRUG-RESISTANT TUBERCULOSIS PATIENTS IN SOUTH AFRICA

Page 1

DRUG ADVERSE EFFECT MONITORING

INTENSIVE PHASE

Week

Adverse Effect
(indicate grading®*) 1 /2 (3 |4 |5

10

11

12

13

14

15

16

Drugs
Implicated

Action Taken Outcome of Event

Abdominal pain

Constipation

Decreased hearing

Depression

Diarrhoea

Dizziness

Fatigue

Fever

Headache

Joint pain

Nausea

Psychosis

Rash

Skin colourisation

Tinnitus

Tremors

Vision changes

Vomiting

Other (list)

*Grading: 1 = mild: requiring no intervention;

2 = moderate: requiring palliative intervention (eg. divided dosage);

3 = severe: requiring change in treatment




DOTS-PLUS FOR MULTIDRUG-RESISTANT TUBERCULOSIS PATIENTS IN SOUTH AFRICA

DRUG ADVERSE EFFECT MONITORING
Page 2

CONTINUATION PHASE
Month

Adverse Effect Drugs
(indicate grading*) 5 |6 |7 |8 |9 |10]11 12|13 |14 |15 |16 |17 |18 |19 |20 |21 |22 | Implicated

Action Taken

Outcome of Event

Abdominal pain

Constipation

Decreased hearing

Depression

Diarrhoea

Dizziness

Fatigue

Fever

Headache

Joint pain

Nausea

Psychosis

Rash

Skin colourisation

Tinnitus

Tremors

Vision changes

Vomiting

Other (list)

*Grading: 1 = mild: requiring no intervention; 2 = moderate: requiring palliative intervention (eg. divided dosage); 3 = severe: requiring change in treatment




Annexure 8

DOTS-PLUS FOR MULTIDRUG-RESISTANT TUBERCULOSIS PATIENTS IN SOUTH AFRICA
SERIOUS ADVERSE DRUG EFFECT (ADE) REPORT

Repeat this page as necessary

Serious ADE = Any untoward medical occurrence that at any drug dose results in death, is life-threatening, requires
patient hospitalisation or prolonging of existing hospitalisation or results in persistent or significant
disability/incapacity

Patient Name

MDR Centre
DOTS-Plus RegistrationDate | [ [/ | [/[ | [ | | DOTS-PlusNumber | | | [ [/ | [ | |
Date of ADE Onset HEEEEEEE Duration [ [ [:] [ | hours:minutes
(ddmmyy)
Drug(s) Implicated: Kanamycin/ Ethionamide Ofloxacin/ I:I Cycloserine/Terizidone
Amikacin Ciprofloxacin

Ethambutol I:I Pyrazinamide|:| Other, list

Action Taken: Drug(s) Withdrawn I:' Drug Sensitisation

Hospitalisation / Prolonged Hospitalisation I:' Other:

I I T I N e B A B

Outcome of Event: Complete Recovery I:' Death
Ongoing Condition / Sequelae I:' Unknown
Adverse Effect: Abdominal pain Fatigue Rash
Constipation Fever Skin colourisation
Decreased hearing Headache Tinnitus
Depression Joint pain Tremors
Diarrhoea Nausea Vision changes
Dizziness Psychosis Vomiting
Other: list

Please prepare a comprehensive report on the serious ADE and its management and submit this to the National
Coordinator within five calendar days.

Physician’s Name

Signature pate [ | [/ | [r[ [ [ |

(ddmmyy)




Annexure 9

DOTS-PLUS FOR MULTIDRUG-RESISTANT TUBERCULOSIS PATIENTS IN SOUTH AFRICA
DEATH REPORT

Patient Name | |

Date of Birth T T/ T T T T T 1 (ddmmyy) Unknown | | ]
MDR Centre | |

DOTS-Plus Registration Date LT T T T

DOTS-Plus Number L1

Episode Treatment Start Date R

Episode Number ] Not treated ]

Date of Death L 1] Month of Treatment [ [ ]
Death Certificate Issued | | Yes| |No | | Unknown

CAUSE OF DEATH AS ON DEATH CERTIFICATE OR BY VERBAL AUTOPSY

Primary Cause PT Secondary Cause PT
UN UN
ocC ocC
NC NC
RD RD

Status at Time of Death Inpatient
Outpatient
Interrupted
Transferred
Treatment not started yet

Comments

Completed by ‘ ‘

Designation ‘ ‘

Date LIl Tl [ [ ] ] @dmmyy)




Annexure 10

DOTS-PLUS FOR MULTIDRUG-RESISTANT TUBERCULOSIS PATIENTS IN SOUTH AFRICA
PATIENT POST-TREATMENT FOLLOW-UP

DOTS-PlusNumber | | | | [/] | | | |RegistratonbDate | | [/] | [/] | | | |
(ddmmyy)
First Name | | Surname | |

FOLLOW-UP FLOW DIAGRAM

[] update Patient Weight

N Algg!?xz#epnt [J Update Patient Personal Details
(Every 6 Months) [] Screen for TB Signs & Symptoms

A

Symptoms Absent Symptoms present

A\ 4

Y Y

Appointment Dates
(ddmmyy) I
Results Negative Colle(_:t Sputum for
Microscopy
Culture
DST (H,R,E)
/ /
/ /
/ / A 4
Results Positive: Results Positive:
/ / MDR confirmed MDR not confirmed
/ /
/ /
Y Y
/ / )
Refer to MDR Centre Start Appropriate TB
/ / Treatment
/ /
/ /




FOLLOW-UP DETAILS

) Weight TB Signs & ) Other llinesses
Vital Status (kg) Symptoms Bacteriology | Date Sputum collected (List)
Date Alive: Yes | No [] Smear Pos [0 culture [] Pos
(ddmmyy) No I:l Yes D Neg D I:l Neg
Unknown D If yes, list Unknown D D Unknown
MDR-TB confirmed Yes
) Weight TB Signs & . Other llinesses
Vital Status (kg) Symptoms Bacteriology | Date Sputum collected (List)
Date Alive: Yes Il No [] Smear Pos [] culture [] Pos
(ddmmyy) No n Yes [] Neg O L] Neg
unknown L If yes, list unknown [] L1 Unknown
MDR-TB confirmed Yes
. Weight TB Signs & . Other llinesses
Vital Status (kg) Symptoms Bacteriology | Date Sputum collected (List)
Date Alive: Yes |:| No |:| Smear Pos |:| Culture |:| Pos
(ddmmyy) No D Yes D Neg D D Neg
Unknown O] If yes, list unknown [] L] unknown
MDR-TB confirmed Yes
. Weight TB Signs & . Other llinesses
Vital Status (kg) Symptoms Bacteriology | Date Sputum collected (List)
Date Alive: Yes | No [] Smear Pos [0 culture [] Pos
(ddmmyy) No D Yes D Neg D D Neg
Unknown D If yes, list Unknown D D Unknown

MDR-TB confirmed




FOLLOW-UP DETAILS

Vital Status Wzakig;n Ts?lnflp%grsni‘ Bacteriology | Date Sputum collected Other(LIIiISntf)asses
Date Alive: Yes | No [] Smear Pos [] cutture [[] Pos
(ddmmyy) No Il Yes [] Neg ] Ol Neg
Unknown D If yes, list Unknown D D Unknown
MDR-TB confirmed Yes
Vital Status W(ekig;n 23,5;32;? Bacteriology | Date Sputum collected Other(LIIiISr1t<)esses
Date Alive: Yes [l No [] Smear Pos ] culture [] Pos
(ddmmyy) No O] Yes [] Neg I ] Neg
Unknown ] If yes, list Unknown [] L] unknown
MDR-TB confirmed

Follow-up Outcome
Alive, Healthy

Alive, Recurrent TB

Alive, Recurrent MDR-TB

Deceased

Lost to Follow-up

O
O
O
[0 Alive, Other illnesses
L
O




Annexure 11

Management algorithm for nausea and vomiting

EVALUATION
— EMERGENCY
Nausea and Vomiting of e Likely gastrointestinal
vomiting? Yes blood? Yes haemorrage

Y

e Take to hospital

A

Nausea only?

A
J No ]
g N

Y

Jaundice or
icterus, pruritis,

right-sided Yes }———4 RULE OUT HEPATITIS
abdominal pain? _)|

(e |

Y

Signs of dehydration (thirst, dry
mouth, sunken eyes, low blood
pressure, orthostasis, weakness)?

o ;

A

TREATMENT

AGGRESSIVE HYDRATION
Administer one litre of NaCl
0.9% over first twelve hours

A

l

Step 1 e Check electrolytes and replete if necessary
e Administer ethionamide in three separate doses or
e Administer ethionamide at night with short-acting benzodiazepine
Step 2 e Administer anti-emetics, thirty minutes prior to taking anti-MDR tuberculosis medications
(anti-emetics include: prochlorperazine, diphenydramine, lorazepam, dimenhydranate,
metoclopramide, phenergan, etc.)
¢ Avoid metoclopramide and prochlorperazine if neurological problems
e Use benzodiazepines if anxiety (avoid benzodiazepines in patients with tenuous
respiratory status at risk of CO, retention)
Step 3 e Administer anti-emetics IV or IM as needed
Step 4 e Retry ethionamide at 750 mg/day




Management algorithm for hearing loss

EVALUATION

Previous exposure to aminoglycoside (eg. streptomycin)

Y

[ves | (o |

Y

Baseline audiometry

Assess
Discuss with patient

A

Hearing loss reported

A

TREATMENT

Step 1 e Consider administration 3 x week
Step 2 e Consider using lower dose
Step 3 e Continue/discontinue drug after informed

decision by patient

Annexure 12



Annexure 13

Management algorithm for depression

EVALUATION

|

More than two weeks of persistent sadness, loss of

interest, loss of appetite, weight change, insomnia, fatigue,

lack of concentration, feelings of worthlessness or guilt, No
thoughts about death? - OBSERVATION

Yes
Desire to harm or kill himself/herself or EMERGENCY
others? Does s/he have a plan? Yes Monitor closely to ensure safety
\4
No
- — - Yes RULE OUT
Delusions, hallucinations, incoherent thoughts or > > PSYCHOSIS
speech, inappropriate or catatonic behaviour?
No
Y
Constipation, cold intolerance, muscle cramps, weight gain,
heavy menstruation, enlarged thyroid, dry skin, coarse hair?
RULE OUT
Yes HYPOTHYROIDISM

. Rule out side effects of medications including cycloserine/terizidone, amoxillin-clavulanate, penicillin,

benzodiazepines
e Consider the necessity of every medication and make changes according to the severity of the

symptoms
TREATMENT
Step 1 Intensive psychological therapy with counselling to patient and family

[ ]
e Emotional support from the family and health promoter aimed at resolution of causes of stress
e  Group therapy or informal support groups

Step 2 | If no improvement in symptoms

e Increase pyridoxine to 200 mg per day in patients receiving cycloserine/terizidone

e Initiate antidepressant therapy (amytriptyline, nortiptyline, fluoxetine, sertraline, etc.)
e Use antidepressants with caution in patients with a history of convulsions

e Consider anti-psychotics and/or benzodiazepines according to the patient’s condition
[ ]

Consider psychiatric consultation




Annexure 14

Management algorithm for peripheral neuropathy

EVALUATION

Y

e  Burning sensation, pins and needles?
¢  Numbness of both feet, worse at night or

when walking?
e  Leg weakness when walking? OBSERVATION

e Leg cramps or pain?

Yes

Y

e Rule out other causes, including diabetes,
alcoholism, vitamin deficiencies, HIV,
hypothyroidism, uremia, other drugs, etc.

e  Treat other likely causes

Y

TREATMENT

l

Step 1 | Increase pyridoxine to 200 mg, consider multivitamins
Step 2 | Replace drugs most likely responsible if equally efficacious anti-TB drugs available.
Begin exercise regimen, focusing on affected regions
Step 3 | For severe pain
o Initiate low-dose tricyclic anti-depressant (eg. nortriptyline, amytriptyline, desiprimine)
e  Start at 25 mg at bedtime; increase 10-25 mg every three to seven days until 150 mg/day
(although the majority respond to 75 mg/d)
Step 4 | If continued pain
e  Consider neurology consultation
e If noimprovement, decrease dose of responsible medication, then resume normal dose
once pain controlled
Step 5 | If noimprovement

e  Start gabapentin at 300 mg QHS; increase by 600 mg every three to seven days until
response: maximum dose 1200 TID

e If no improvement, consider carbamezepine (start at 200 mg BID; increase to 600 mg BID)

e  Consider the use of phenytoin




Annexure 15

Management algorithm for gastritis

EVALUATION

l

EMERGENCY

e Blood or ‘ground coffee’ emesis? Possible gastrointestinal
¢ Black, tarry stools? Yes haemorrhage

Y

[N ]

Y
e Abdominal pain or burning sensation?
e Bitter taste in mouth?

; . No OBSERVATION

e Less pain after eating? -

e

Y

TREATMENT

Step 1

Administer MDR-tuberculosis medications with small amount of food
Avoid caffeine (coffee, tea, soft drinks), cigarettes
If symptoms occur in the morning, eat before going to bed and sleep with head elevated

Step 2

If no improvement

Administer gastric-acid suppressants such as
- Hy-blockers (eg. cimetidine, ranitidine)
- Proton-pump inhibitors (eg. omeprazole)

Step 3

If no improvement

Administer antacids such as

- Calcium carbonate (for patients who need a calcium supplement, eg. elderly, pregnant
women)

- Aluminium hydroxide (helpful in cases with diarrhoea)

- Magnesium hydroxide (may improve constipation)

Take fluoroquinolones (ofloxacin, ciprofloxacin) at least 3 hours apart from antacids to

minimise reduced fluoroquinolone absorption

Step 4

If no improvement

Consider reduction in dose of suspected agent(s)

Step 5

If refractory gastritis and severe symptoms

Consider treatment for Helicobacter pylori
Consider gastrointestinal consultation




Annexure 16

Management algorithm for psychosis

EVALUATION

e Does the patient see or hear things

that other do not perceive? ¢ OBSERVATION
¢ Unintelligible thoughts or speech? « If other behavioural changes,

e Bizarre behaviour?

consider depression

!

Yes

EMERGENCY

Suicidal or homicidal ideas? Yes

e Close observation to ensure
safety of patient and others

e Stop terizidone/cycloserine

Y

[ o ]

Rule out other causes of psychosis,
including depression, illegal drugs,
other medications (antidepressants, «
benzodiazepines, narcotics), seizures, |
alcohol withdrawal, etc

A

TREATMENT

l

Step1l | e«  Stop cycloserine/terizidone
e  Administer anti-psychotic drugs, eg.
- Risperidone 0.5-2.0 mg PO BID (usual effective dose 2-6 mg/day)
- Consider haloperidol 1-5 mg PO IV or IM, repeated every hour as needed (IV may be less
effective)
. Evaluate psychosocial stressors
. Confirm that patient is on pyridoxine 150 mg
Step 2 | If no improvement
e  Continue to withhold cycloserine/terizidone
e  Continue benzodiazepines if concomitant anxiety (use with caution if tenuous respiratory status
and at risk of retaining CO,). Paradoxical effect of increased psychosis may be observed with
benzodiazepines use, especially in the elderly)
e  Consider psychiatric consultation
Step 3 | Once psychosis resolved
e  Consider reintroduction of cycloserine/terizidone at low dose
e Discontinue anti-psychotic treatment after six weeks
Step 4 | If recurrence

e  Continue anti-psychotic treatment until completion of MDR tuberculosis treatment
e Use anti-psychotic drug with fewer extrapyramidal side effects (eg. risperidone 0.5-3 mg PO)
e  Co administer biperidien 2 mg PO QD-BID or benzotropine mesylate 1-2 mg PO QD-BID




Management algorithm for fever:

Temperature > 38°C?

Yes

Increased cough, difficulty breathing,
yellow or green sputum, red or sore throat?

NOI

Annexure 17a
Part |

> MONITOR

Weight or appetite loss, night sweats, positive

smear or culture?

Yes
K

Y

No Yes

l

RULE OUT UPPER RESPIRATORY
N TRACT INFECTION OR PNEUMONIA

RULE OUT TREATMENT
FAILURE

Headache, rigid neck, somnolence,
photophobia?

(]

H

Intense abdominal pain? Unable to
eat? Nausea, vomiting, pain worse on
movement?

No

Urinary frequency or urgency, pain or
burning on urinating?

H
o

Pain, swelling, warmth at injection
site?

N

I

Diarrhea with blood or mucous?

No

ﬂ<

Rash? No other localising signs or

n
<
3
S
=
S
3
]
N}

EMERGENCY

Rule out meningitis (rare but can be fatal)
Take to hospital

EMERGENCY

Rule out appendicitis, pelvis inflammatory
disease, cholecystitis, pancreatitis,
enteritis

Take to hospital

Rule out urinary tract infection, including
fungal cystitis. (Bacterial urinary tract
infections are rare, given the anti-bacterial
properties of MDR tuberculosis therapy.)
Perform urinanalysis and urine culture
with susceptivity testing

Rule out abscess or infected haematoma

Consider phlebitis in patients receiving
intravenous therapy

Rule out bacillary or amoebic dysentery,
enterocolitis, esp. regional infections,
Clostridium difficile

Perform fecal exams for ova and
parasites, fecal leucocytes, complete
blood count, C. difficile assay

Consider drug fever and discontinue
suspected agents

No

Y

Consider culture (sputum, blood, urine)
complete blood count with white blood cell
differentiation, HIV serology

Consider infectious disease consultation




Management algorithm for fever:

Annexure 17b

Part I

POSSIBLE CAUSE |

PRESENTATION |

TREATMENT

URINARY TRACT INFECTION

Bacterial

Urine leucocytes .
Positive Gram stain
Positive urine culture

Treat according to susceptibility testing

Fungal

Urine leucocytes .
Positive Gram stain
Negative urine culture

Treat with fluconazole 200 mg QD first
dose, then 100 mg QD for 4 days

ABSCESS, HEMATOMA

Injection site: .
e Pain

e Warmth .
e Swelling

e Fluctuance

Aspirate with 18-gauge needle or incise
and drain

If abscess, treat with difloxacillin 500 mg
4 times a day (or other anti-
staphylococcal therapy)

GASTROENTERITIS, ENTEROCOLITIS

Viral

Diarrhea, usually without .
mucous or blood
Negative fecal studies

Give rehydration salts

Bacterial/Parasitic

Diarrhea, can be with .
mucus or blood .
Positive fecal leucocytes

Possible Clostridium .
difficile if positive fecal
leucocytes elevated white
blood count, fever.
Perform Clostridium
difficile toxic assay if
available

Give rehydration salts
Treat according for fecal study results

If Clostridium difficile suspected or
confirmed, treat with metronidazole 500
mg TID for 10-14 days
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Management algorithm for headache

EVALUATION |

Y

Headaches accompanied by EMERGENCY
nuchal rigidity, photophobia,
fever, confusion, somnolence?

Yes ¢ Rule out meningitis (rare but can be fatal)
| e Take to hospital

!

e Prior history of headaches,
often pulsating, with nausea,
vomiting, vision changes? Yes

¢ Discrete episodes lasting
hours, relieved by darkness,

sleep?

Likely migraine: Consider empiric treatment
with analgesics, low-dose beta-blockers,
sumatriptan, supportive measures

!
o]

Y

EMPIRIC TREATMENT

Stepl | e«  Administer analgesics (eg. acetaminophen, ibuprofen, aspirin, etc)
- Avoid non-steroidal anti-inflammatory agents in patients with haemoptysis or severe
gastritis
- If no response to one agent drug, try a different one (eg. If no response to
acetaminophen, use ibuprofen)
3 Increase pyridoxine to 200 mg in patients receiving terizidone/cycloserine
. Encourage adequate fluid intake
Step2 | o  Provide psychosocial support to relieve emotional components that may be contributing to
headaches not relieved by the measures listed above
e Administer anti-inflammatory drugs with analgesics (eg. acetaminophen with codeine)
Step 3 | If no improvement
e Amytriptyline 100-150 mg at night
Step 4 | If refractory and severe

Consider reduction in doses of cycloserine/terizidone
Consider neurological consultation
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Management algorithm for diarrhoea

EVALUATION |

Y

More than three stools daily?

Yes

Are stools watery or loose?

—PI Loose |

e Observe, encourage intake of liquids
e Check electrolytes if significant stool
volume loss

¢ Rule out infections:

- Clostridium difficile, Giardia or other
* Stools with blood or mucous? Yes parasites, amoebic or bacillary dysentery,
o Fever? cholera, etc.
Y l
No ¢ Stool studies for ova and parasites, fecal
leucocytes, stool culture, complete blood
count with differential
Clostridium difficile assay
¢ Avoid antimotility agents
Test results neaative | Test results positive
! ! }
TREATMENT

Step 1

Rehydration salts

Electrolyte repletion as needed
Liquids

Home remedies (bananas, guavas,
strong tea, etc)

A

Step 2

If no improvement
e Administer antidiarrheals, eg.
- Aluminium hydroxide (dosed 3 hrs
away from fluoroquinoles)
- Loperamide (2 mg orally after each
episode of diarrhea, up to 10 mg total
per day)

e Treat according to results

¢ Administer rehydration salts, encourage
intake of liquids

¢ Antimotility agents are not
contraindicated in most cases of
infectious diarrhea
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Management algorithm for nephrotoxicity and renal failure

EVALUATION |

¢ Diminished urine production

- < 0.5 ml/kg/hour or < 30 mi/hour
e Edema, anasarca, malaise, nausea, increased OBSERVATION

difficulty breathing, increased somnolence or x

confusion?

A4
Yes

Check serum urea, creatinine, urine analysis and
urine sediment immediately

A

e Elevated serum urea and/or creatinine? N
e Active sediment (cells or blood) in urine? > No

EMERGENCY: ACUTE RENAL FAILURE

¢ Suspend all nephorotoxic medications

¢ Check electrolytes including K, Mg, HCO;
e Consider checkina Ca and Phosphorous

Y

¢ Rule out other causes of renal failure (eg. diabetes, dehydration, congestive heart
failure, urinary obstruction, urinary tract infection, prostatic hypertrophy, other
medications such as NSAIDs, ACE inhibitors, sulfa drugs, diuretics)

Y

TREATMENT

l

Follow serum urea and creatinine and monitor clinically for signs of improvement
Consider inpatient management

Treat symptoms, fluid and electrolyte disturbances as needed

Follow clinical improvement and normalisation of serum urea and creatinine prior to
considering re-initiation of parenteral medication

Step 1

Step 2 | Once symptomatic improvement and stabilisation of renal function
e Reduce dose of all medications according to creatinine clearance (refer to Table VI in text)
. If severe renal failure, discontinue all nephrotoxic medications

Step 3 | Throughout MDR tuberculosis treatment

e  Follow serum urea and creatinine every 2-4 weeks

e  Maintain close surveillance for treatment failure or drug resistance amplification if there has
been a period or irregular therapy during acute management
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Management algorithm for hepatitis

EVALUATION |

A

Does patient have jaundice, icterus,
severe nausea or vomiting, anorexia, -
weakness, dark urine, pale stool, No
right-sided abdominal pain, pruritus?

LABORATORY SURVEILLANCE:

Patients < 50 years old without co-
morbidities: clinical monitoring

Patients > 50 years old and/or with co-
morbidities: every 3-6 months

Patients with a history of hepatitis: every
3 months

Y

e

A

Check serum liver tests immediately

Y

AST (SGOT) ALT (SGPT), direct or

bilirubin > 5 times normal value? > No

A

e

EMERGENCY

POSSIBLE ACUTE HEPATITIS

e Suspend all medications
immediately

Rule out other causes, eg. alcoholism,
infection, hepatitis A, B, C, other viral
infections, other drugs (eg. anti-
epileptics, acetaminophen, sulfa drugs,
erythromycin, etc).

Treat other likely causes

TREATMENT

l

Stepl | ¢  Monitor for symptomatic improvement
e  Follow liver function tests and clinical exam for signs of improvement
Treat symptoms as needed
Step2 | ¢  Once symptomatic improvement and documented decrease in transaminases
. Reinitiate MDR tuberculosis medications, one by one, with serial monitoring of liver function
tests. Introduce agents most likely to cause hepatitis first
Step 3 | Throughout MDR tuberculosis treatment

e  Follow liver function tests every 1 to 2 months

¢ Maintain close surveillance for treatment failure and/or resistance amplification given period

of irregular therapy
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Management algorithm for seizure: Part |

EVALUATION

|

e Recurrent movement of a part of the body (eg. finger,
hand, face, etc.) without loss of consciousness?
e Loss of consciousness followed by rhythmic contraction

e Headache, confusion, drowsiness, or amnesia
immediately after the event?

e Sensory disturbances (numbness, dizziness, auditory or
visual hallucinations)?

e Psychaotic changes (psychosis, hallucinations,
sensations of fear or anger, etc?)

of muscles?
e Tongue biting?
e Urinary or fecal incontinence? OBSERVATION

Are there other likely causes?

(eg. syncope, transient ischemic attack, migraine, pseudo- Yes TREAT OTHER CAUSE
seizure l
v If recurrence despite appropriate treatment
[ No ] |
Y l

Step1l | e« Rule out other likely causes (eg. meningitis, encephalitis, illegal drug use, alcohol
withdrawal, hypoglycemia, hyper- or hyponatremia, hyper- or hypocalcemia, cerebro-
vascular accident, space-occupying lesion)

Step2 | ¢ Consider neurology consultation. In general, clinical evaluation is sufficient unless suspicion
for infectious, malignant, vascular or metabolic cause is high. Consider checking blood
chemistry and laboratory tests (serum liver test, urea, creatinine, glucose, electrolytes,
calcium, anti-epileptic levels, HIV serology, alcohol and toxic substance screening)

Step3 | ¢ Treat any suspected causes of seizure

Step4 | ¢ Even if there is underlying condition (eg. history of previous stroke, epilepsy, substance

abuse), aggravating triggers should be considered. For instance, subtherapeutic levels of
anti-seizure drugs (which can be caused by drug-drug interactions between anti-seizure
drugs and anti-tuberculosis drugs), sleep deprivation, recent alcohol ingestion, as well as
anti-tuberculosis drugs may lower seizure threshold. Additionally, patients without pre-
disposing conditions may present with first-time seizures due to anti-tuberculosis drugs
alone. Therefore, aggressive treatment of seizures in patients receiving anti-tuberculosis
drugs known to cause seizures is recommended.

Continued:

Part Il




Management algorithm for seizure:

TREATMENT DURING A SEIZURE EPISODE |

|

Is the patient unconscious?

Annexure 22b

Part Il

N 3
rd No >

OBSERVE UNTIL PATIENT
STOPS SEIZING

Protect the head and body: remove nearby | Patient stops seizing

objects that may cause danger to the
patient

Protect the tongue: if possible place a soft
object too large to be swallowed into the
patient’s mouth

Observe until patient stops seizing

\4

\I . . .
’| Patient contlnlues to seize

v

EMERGENCY

e Stop cycloserine/terizidone

¢ Consider suspension of
ofloxacin/ciprofloxacin

e Protect airway — provide oxygen and
consider intubation

e Administer IV or IM antiepileptic:

- Phenytoin 20 mg/kg IV: give slowly (not
in D5W as it can cause precipitation
drop in blood pressure)

- Diazepam 5-10 mg IV: Administer with
caution in patients with depressed
respiratory function — follow respiratory
function carefully

|

TREATMENT FOR PREVENTION OF FURTHER SEIZURES

Step 1

¢ Phenytoin (3-5 mg/kg/day)

fluoroquinolones

rash
¢ Phenobarbitol (60-120 mg/day)

depression, skin rash
e Valproic acid (750-1250 mg/day)

upset, weight gain

e Carbamazepine (600-1200 mg/day)
Potential adverse effects: ataxia, dizziness, diplopia, vertigo, Gl upset, hepatotoxicity; skin

Initiate antiepileptic treatment for the remainder of MDR-tuberculosis therapy:

Potential adverse effects: ataxia, incoordination, confusion, skin rash, cerebellar dysfunction,
hepatotoxicity, gingival hyperplasia, lymphadenopathy, hirsutism. Levels increased by

Potential adverse effects: sedation, ataxia, confusion, dizziness, decreased libido,

Potential adverse effects: ataxia, sedation, tremor, hepatotoxicity, bone marrow suppression, Gl

Step 2 | Once stabilised

e Consider reintroduction of suspected agent at lower dose

Step 3 | If no improvement

e Decrease fluoroguinolone dose

e Check cycloserine/terizidone blood level and adjust if supra-therapeutic




Annexure 23a

Management algorithm for haemoptysis: Part |

EVALUATION

Y

| Does the blood exit from the nose?

(o |

Y

Is the patient vomiting blood?

(o |

Y

Quantity of blood > 150 ml
Total quantity in 48 hours > 600 ml?

Yes

Y

OBSERVATION
Likely to be epistaxis

EMERGENCY
Rule out gastrointestinal bleed

Y

MASSIVE HAEMOPTYSIS

Y

MINOR OR MODERATE HAEMOPTYSIS

Rest

Begin step 1 of treatment

Cough suppressant containing codeine
15-60 mg Q 6 hrs

Obtain new chest radiograph

EMERGENCY

Hospitalisation required

Obtain IV access and administer IV fluid

Monitor for signs of shock

- systolic blood pressure < 90
- heartrate > 120

- respiratory rate > 30

- somnolence, nausea, weakness, pallor, cold or blue skin
Perform analysis described in Part Il
Administer treatment described in Part Il (Steps 2-4)
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Management algorithm for haemoptysis: Part Il

ANALYSIS

e  Chest radiograph
e  Hematocrit
e  Type and crossmatch blood for possible transfusion
e |If fever and productive sputum smear microscopy and culture, Gram stain and culture
Y
TREATMENT
Step 1 Prescribe bed rest

Monitor patient closely
Avoid NSAIDs and aspirin
If evidence of respiratory superinfection, initiate appropriate antibiotic treatment

Step 2 | For massive haemoptysis

Initiate large bore IB with 1-2L of normal saline

Thereafter, maintain fluid (normal saline 0.9%)

Lie patient with likely source of haemorrhage in dependent position

Provide oxygen, if needed

Check vital signs frequently

Administer vitamin K 5 mg QD for 3 days if malnutrition or coagulalopathy present

Step 3 | If haemotocrit < 30%
e Transfuse with matched blood
e Follow up haematocrit closely

Step 4 | If recurrent episodes without improvement

e Consider bronchoscopy to localise the bleeding site

o Consider surgical evaluation: bronchiectasis, cavities, or coin-shaped lesions may be
haemorrhagic sources (eg. tuberculous destruction, erosion of blood vessels, aspergilloma)
and may require surgical resection
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Management algorithm for respiratory Insufficiency: Part |

Dyspnea (difficulty breathing)
and/or respiratory rate >307?

Yes

Wheezing, tight chest, pursed lips?

Respiratory insufficiency unlikely

|

Abrupt onset? Previous trauma or
immobilised state?

Yes

EMERGENCY: BRONCHOSPASM

e Administer brochodilator (eg.
albuterol nebuliser or inhaler)

e Consider corticosteroids, oral or IV

¢ If using neck muscles to breath or
difficulty speaking, take to hospital

l

Is the patient confused, agitated,
cyanotic, diaphoretic?

EMERGENCY: POSSIBLE

PNEUMOTHORAX OR PULMONARY

EMBOLUS

e Administer oxygen (< 2L/min if
likely CO, retainer)

e Take to hospital

Sl

A

Headaches, somnolence, sedation,
especially if receiving oxygen?

EMERGENCY: HYPOXEMIA

e Administer oxygen (< 2L/min if
likely CO, retainer)

e Take to hospital

A A

Fever, cough productive of green
or yellow sputum?

Yes

EMERGENCY: HYPERCAPNEA
e Administer oxygen < 2L/min
e Take to hospital

Haemoptysis?

Consider pneumonia, TB relapse,
treatment failure

Management algorithm for
haemoptysis

Consider gastroesophageal reflux, panic attacks or anxiety, allergic reaction
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Management algorithm for respiratory Insufficiency: Part Il
ANALYSIS

v

¢ Chest radiograph

e Complete blood count with differential

e Sputum smear microscopy and culture, Gram stain and culture

¢ Pulse oximetry, if available

¢ If severe symptoms, arterial blood gas, if available
v

POSSIBLE CAUSE PRESENTATION TREATMENT

Bronchospasm e Wheezing, prolonged expiration | Phase 1:
e May be associated with ¢ Inhaled brochodilators
respiratory superinfection e Treat for infection, if suspected
Phase 2:
e Administer oral or intravenous steroids
Phase 3:
e Consider long-term use of inhaled
bronchodilutor and/or inhaled steroids
Phase 4
e Nebulised bronchodilators
Pneumothorax e Sharp pain, sudden onset, e Administer O,
previous trauma e Take to hospital
e Positive chest x-ray e Thoracic surgery consultation
e May have decreased O,
saturation/PO,
Pulmonary embolus ¢ May have fever, chest pain, e Administer O,
tachycardia, positive EKG, e Take to hospital
positive chest x-ray, and/or ¢ Perform V/Q scan, if available
diminished O, saturation/ PO, ¢ Anticoagulation, if no contraindication
¢ History of previous
immobilization or surgery
Respiratory infection ¢ Fever, productive cough e Treat with antibiotics according to sputum
e May have bronchospasm Gram stain/culture results
¢ Infiltrate on chest x-ray e Treat concomitant bronchospasm as
e Leucocytosis, positive sputum needed
e Gram stain/culture e Administer O, as needed
Tuberculosis relapse/ e Productive cough, fever, night e Confirm positive smear and/or culture

Treatment failure

sweats, weight loss, diminished

appetite

Chest radiograph may reveal
new infiltrate

Positive smear and/or culture
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Management algorithm for hypokalemia

EVALUATION

v ROUTINE SURVEILLANCE

« Severe vomiting or diarrhea? e Check potassium levels every 6 months for
. . ’ atients without history of renal insufficienc
e Excessive fatigue or muscle gr electrolyte abnormz;;ity y
cramps? - )
. Wealfness or paralvsis? No e Check potassium levels every 3 months for
paralysis: patients with history of renal insufficiency or

electrolyte abnormality

e Check serum potassium

Y

Serum potassium = 3.5 meq/L?
L ves |

Y

[ o ]

Y

TREATMENT

Y

Step 1 | e Replete potassium orally or IV
Treat associated conditions such as vomiting or diarrhea
Monitor potassium closely to determine when repletion can be stopped

Step 2 Check magnesium levels if potassium does not improve with Phase 1 measures
Replete magnesium as needed
Discontinue any arrhythmagenic medications (eg. digoxin, amytriptyline, cisapride, haloperidol) )

Consider checking calcium and replete as needed

Increase potassium and magnesium repletion
Amiloride 5-10 mg QD or spironoladone 25 mg QD may decrease potassium and magnesium
wasting

[ ]
[ ]
[ ]
[ ]
Step 3 | If no improvement
[ ]
[ ]

Step 4 | If severe
e Consider hospitalisation and stopping the ammoglycoside
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Management algorithm for anaphylaxis and allergic reactions

EVALUATION

A

Signs of airway obstruction
(stridor, wheezing, swelling of
the tongue, sensation of a
“lump” in the throat,
hoarseness)?

Systolic blood pressure <

90 mm Hg?

Does patient have
vesicular lesions
of the skin and
mucous
membranes, sore
throat, fever?

Does patient
have rash,
itching, joint
or muscular
pain?

EMERGENCY
ANAPHYLAXIS POSSIBLE

Evaluate for airway obstruction,
foreign body aspiration,
bronchospasm

Administer epinephrine 0.2-0.5
ml 1:1000 SC

Readminister epinephrine if the
symptoms persist after twenty
minutes

Take to hospital

Administer antihistamine and/or
corticosteroids

Intravenous fluids to replace
intravascular volume depletion
Provide oxygen and consider
intubation if necessary

EMERGENCY

STEVENS-JOHNSON

SYNDROME POSSIBLE

e Administer aggressive
hydration

e Administer antihistamine
and/or corticosteroids

e Take to hospital

Y

Consider allergic
reaction

Administer
antihistamine
and/or
corticosteroids
PRN for symptoms
Consider non-
allergic causes
Observe

Determine the offending substance (food, new medication, previous allergies, insect bites)
Anaphylaxis usually occurs within minutes to hours of receiving the inciting medication.
Document the time and duration of the episode, exact symptoms of presentation, and vital signs at the

time of episode

If an anti-tuberculosis medication is highly suspected and the reaction was life-threatening, discontinue

medication and perform desensitisation

Desensitisation should not be performed in patients with a history of Stevens Johnson syndrome






