3/20/2017

OVERVIEW OF 2016
TB TREATMENT
GUIDELINES

REACHING FOR PERFECTION
IN AN IMPERFECT WORLD =R i

e Society/Centers for Discase
of

Peter Davidson, PhD
Dana Kissner, MD

None of the speakers or planners involved in this

DZSC ZOS u 7"@3 activity has any relevant conflict of interest.

* The use of trade names and commercial sources during
this presentation is for identification only, and does not
imply endorsement.

+ No commercial support has been received for this
program.

Introduce newly released guidelines for the treatment

Ob]eCt oes of drug-susceptible TB in adults and children.

Highlight new recommendations and new content
pertaining to case management and treatment
regimens

Give example of how to apply the new guidelines

Discuss specific recommendations in new guidelines
that may be difficult for local health departments to
achieve

.

Discuss strategies to maximize successful use of new
guidelines
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 “Itisimportant to realize that guidelines cannot always
account for individual variation among patients. They
are not intended to supplant physician
judgment...ultimate determination regarding their
application to be made by the physician in the light of
each patient’s individual circumstances”
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¢ Use of intermittent dosing
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* Use the most-preferred regimen that your program
can realistically perform

« Ifin doubt, call the MDHHS TB Program




To What Situations the Guidelines Apply

 Settings where routine diagnostic tools are available My part of talk

* Culture
* Drug susceptibility studies — phenotypic, molecul
* X-rays
* TB disease: drug susceptible or no pected of being resistant
* Diagnosis of TB and decision t at often occurs before diagnosis is
confirmed and drug susc ility is known

* Address clinical treatment & public health management
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Initial Decision to Treat for TB Disease

 Before TB disease is confirmed or drug susceptibility is known, the

decision to treat is based on
* Clinical factors
* Radiographic findings f }
* Laboratory data "
* Patient factors
* Public health issues k.‘

* “In addition, clinical judgment and the index of suspicion for TB are
critical in making a decision to initiate treatment.” In “...patients who
have a “high likelihood of having TB or are seriously ill with a disorder
suspicious for TB, empiric treatment with a 4-drug regimen...should

be initiated promptly even before the results of ...AFB smear
microscopy, molecular tests, &...culture are known.”

Decision to Treat for Tuberculosis Disease
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Treatment Regimens

* 4 regimens

* 8 week intensive phase INH, Rifampin, PZA & Ethambutol

* Ethambutol not needed when the TB is documented to be sensitive to INH
and Rifampin

« 18 weeks continuation phase, INH and Rifampin

* Daily therapy considered most effective, preferred

« 5 days a week by directly observed therapy (DOT) considered equivalent to 7
days a week by self administered therapy (SAT)
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Dosing

¢ Adult dosing begins at age 15
* For dosing by weight
* Consider obese to be >20% above ideal body weight (IBW)
¢ Use actual weight for non-obese patients
* Can use IBW for obese patients
« Alternatively use this formula for weight to use:

Weight =
IBW + 0.4(actual BW-IBW)

Continuation Phase
Regimen Drugs # Doses Drugs  #Doses Comments
1 INH Daily 8 weeks INH Daily for 18 weeks ~ Most effective regimen.
RIF RIF EMB not needed if TB is
PZA 56 doses if given 7 days/week 126 doses 7 sensitive to INH & RIF.
EMB days/week Use DOT for < 7
40 doses if given 5 days/week doses/week.
90 doses 5 Add Pyridoxine 25-50 mg. if
DOT if 5 days/week days/week risk for neuropathy.
2 Same  Same as above Same 3 times a week
18 weeks
54 doses
3 Same 3 times a week Same Same as above Caution with HIV or
8 weeks cavitary disease. Missed
doses => Rx failure,
24 doses relapse, drug resistance
4 Same 7 days a week for 14 doses Same 2 times a week Do not use in HIV, AFB
18 weeks smear+ disease, cavitary
Followed by 2 times/week for disease
12 doses 36 doses.
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When to Extend Treatment Length:

9 months instead of 6

« Cavitation on chest x-ray and sputum collected at 8 weeks is still

culture positive

* You won'’t have those results until up to 8 weeks later
* Consider extension of therapy for either cavitation or positive

cultures at 8 weeks and:
* HIV or other immune suppression
* >10% below ideal body weight
* Active smoking
* Diabetes
* Extensive disease on chest x-ray
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Managing interruptions in therapy

During inmensgive Lage is <14 d in dursticn

Appeeach

e planned 16wl rumer of dosea (s kng &
e 3 ol

Continue ireatment &
all 3883 B8 2o

2 frem

Pnay ot sany

Continue thempy untl all doses are completed

DOT or SAT?: GRADE Methodology
* PICO Question 2: Does SAT have similar outcomes compared to DOT?

¢ Recommendation 2: We suggest using DOT rather than SAT for
routine treatment of patients with all forms of tuberculosis

« Conditional recommendation; Low certainty in the evidence
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Strong vs. Conditional Recommendation

STAKE HOLDERS | STRONG RECOMMENDATION CONDITIONAL RECOMMENDATION

PATIENTS Most patients would want this. A majority of patients would want this.
A small number would not. Many would not.

CLINICIANS Most patients should receive Different choices may be appropriate for
this. individual patients.

Adherence to this
recommendations could be used  You must help each patient reach decision

as a quality criterion or based on his/her values & preferences.
performance indicator.
Decision aids may not be Decision aids may be useful.
needed.

POLICY Recommendation can be Policy making may require debate &
adopted as policy in most involvement of stakeholders.
situations.
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Special Circumstances: HIV and TB
Unique issues with TB and HIV

¢ Drug drug interactions between rifamycins and ART
* Table 8 — drug interactions

 Paradoxical reactions that might suggest patient is worse
¢ Immune Reconstitution Inflammatory Syndrome (IRIS)

« Greater potential for developing resistance to rifamycins when using
intermittent regimens

Special Circumstances: HIV and TB
Recommendations on regimen & duration

« TB/HIV patients already receiving antiretroviral (ART) therapy
¢ Use regimen #1 for 6 months (unless meet criteria for 9 months)
* Recommendation 5a
* TB/HIV patients NOT expected to receive ART during TB therapy
* Extend therapy to 9 months
* Recommendation 5b
¢ Recommendations 5a and b are conditional with very low certainty in
the evidence
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Special Circumstances: HIV and TB
Recommendations on when to start ART

* TB/HIV patients not on ART when TB diagnosed should start ART
 If CD4 is <50, begin ART within 2 weeks a of starting TB Rx
« If CD4 is >50 begin ART by 8-12 weeks after starting TB Rx
¢ For TB meningitis do not start ART until 8-10 weeks after TB Rx is completed
no matter what CD4 count is
« IRIS reactions can be severe

* Recommendation 6 is strong with high in the evidence
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Special Circumstances:
Meningitis & Pericarditis

* TB Meningitis
* Add corticosteroids in the form of Dexamethasone for 6 weeks at the start of
TB treatment
« Extend therapy to 9 months (greater chance of relapse)

* TB Pericarditis
* Corticosteroids should not be routinely given
« In selected cases corticosteroids may be appropriate
« Large pericardial effusions
« High levels of inflammatory cells or markers in fluid
 Early signs of constriction

Extrapulmonary TB:
Conditions in which to extend Rx to 9 months

* Meningitis
* Bone
* Joint
* Spine
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Culture Negative, Paucibacillary TB in Adults

¢ Therapy can be shortened to 4 months
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Baseline & Follow-up Evaluations
Shaded boxes optional, or contingent on other information

Month of Treatment Completed End of

Activity Baseling 1 2 3 4 5 & 7 g Treamen

Visit
MICROBIOLOGY
|Spu|un| smears and culture’ =] o o oo =]
Drug susceptibdity testing” o o
IMAGING
Chest radiograph or other imaging =) a =)
CLINICAL ASSESSMENT
Waight! =) O 0O 0O 00000
Symplom and adherence review® o 0O 00O D0DOOO0OTZDo
Vislon assessment’ o 0O 0o o og o oo
LABORATORY TESTING
AST, ALT, bikrubin, alkaline phosphate” O O 0O 0O 000 o0 ~Do
Platelet count* =] 0O oo ooooao
Creatining® o 0O 0oooboooo
HIV? =]
Hepatitis B and C screen™ o
Diabetes Screen” o

3 sputum at baseline, 1 rapi|e| molelcular tes

t
onthly until 2 consecutive ones negative

Other Issues Addressed by Guidelines
Without PICO Questions

* Treatment failure

« Adverse effects of TB medications
 Drug drug interactions
 Therapeutic drug monitoring

¢ Children

* Pregnant and nursing women

* Kidney disease

* Hepatic disease
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PICO Questions
9 were addressed in the guidelines

¢ Population
 Patients with or suspected of having drug susceptible TB
« Special circumstances (HIV, culture negative TB, certain forms of extra-
pulmonary TB, pregnant or nursing women, children, renal & hepatic disease)
* Intervention
* Example given in this talk is DOT(slide 11)
* Comparators
« DOT versus SAT, for example or intermittent therapy versus daily
* Outcomes
* Percent who relapse, for example
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PICO Questions

« 1. Do case management interventions improve outcomes?
« Conditional recommendation; very low certainty in the evidence
* 2. Does SAT have similar outcomes compared to DOT?
* Conditional recommendation; very low certainty in the evidence
« 3. Does intermittent dosing in intensive phase have similar outcomes
compared to daily dosing?
¢ 4. Does intermittent dosing in continuation phase have similar outcomes
compared to daily dosing?
¢ 5. Does extending treatment beyond 6 months improve outcomes in
patients co-infected with HIV and TB
« 5aand 5b Conditional recommendation; very low certainty in the evidence

~ For 3 and 4 refer to the guidelines.

PICO Questions

¢ 6. Does ART during TB Rx improve outcomes in patients with HIV?
« Strong recommendation; high certainty in the evidence
¢ 7. Do adjuvant corticosteroids in pericarditis provide mortality and
morbidity benefits?
« Conditional recommendation; very low certainty in the evidence
« 8. Do adjuvant corticosteroids in meningitis provide mortality and
morbidity benefits?
« Conditional recommendation; moderate certainty in the evidence
* 9. Does a shorter duration of treatment in HIV negative individuals with
paucibacillary TB (AFB smear negative, culture negative) have similar
outcomes compared to 6 month treatment?
* Conditional recommendation; very low certainty in the evidence
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