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Overview
COPAT

o Complex Outpatient Parenteral Antimicrobial Therapy

SAPG OPAT subgroup

o National leadership structure for OPAT governance

Oral Antimicrobial Good Practice Recommendations
> Timely and essential guidance



Landmark COPAT Trials

The NEW ENGLAND JOURNAL of MEDICINE

‘ OERIGINAL ARTICLE ‘
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Adverse drug reactions

Classification:

> Type A — predictable; Often dose related and pharmacological process

o Type B —unpredictable; Often immune response (hypersensitivity) or
idiosyncratic

Susceptible patient factors include:
o Genetics, age, renal function, co-morbidities, polypharmacy

Preventing adverse drug reactions:
o |dentify risk factors, medication review, monitoring and surveillance



COPAT Experience
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Sawey C et al. Open Forum Infect Dis, 2023: 10 (suppl 2)



COPAT Experience

*1in4 had>1ADR

* Most common with Linezolid and
Co-trimoxazole

* Gastrointestinal toxicity
* Electrolyte disturbances

* Renal impairment (median 10 days
with co-trimoxazole)

* Bone marrow suppression (median
13.5 days with linezolid)

* Risk factors included diabetes and

high drug dose

(A)

Linezolid

TMP-SMX

Rifampin
Fluorequinclones
Tetracyclines
Amexicillin-clavulanate

Amaxicillin

(B)
Linezolid
TMP-SMX
Rifampin
Fluoroguinolones
Tetracyclines
Amoxicillin-clavulanate

Amaxicillin
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SAPG OPAT Su bgrOup (est 2019)

* Provide national governance for OPAT and COPAT

* Develop standardised clinical pathways

* Promote equity of healthcare access across NHS boards

* Support safe expansion of outpatient antimicrobial services

* Promote evidence based practice and reduce unwarranted variation
* Facilitate data collection, audit and quality improvement

* Support workforce development and shared learning opportunities



OPAT in Scotland

B e
NHS Orkney HS Shetland

NHS Grampian
NHS Tayside
NHS Forth Valley
NHS Fife
NHSHighland NHS Lothian
NHSGreater Glasgow & Qyde NHS Lanarkshire
NHS Ayrshire & Arran NHS Borders

NHS Dumfries & Galloway

* 2026; 12 of 14 boards have an OPAT
service

* Equality vs Equity of care

* Practicing realistic medicine

* Creating individual patient plans

* Empowering the patient in their care

* Supporting different models of OPAT

* “Right drug, right route, right location”




Oral Antimicrobial Good Practice
Recommendations

patient empowerment
. . serotonin syndrome
r|famp|C|n pharmacodynamics ECGS
Bloaudinbity Adverse drug reactions
obesity CYP 450 interactions

| levofloxacin
voriconazole co-trimoxazole

drugexcretion  |[IN€z20lid complex orals  follow up
ciprofloxacin .
; : . pharmacokinetics
ongoing monitoring drug distribution
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drug metabolism renal funCt|on Rt

therapeutic drug monitoring
compliance

tolerance
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Ciprofloxacin (all fluoroquinolones)

Fluoroquinolone antibiotics: must now

only be prescribed when other

commonly recommended antibiotics

are inappropriate

Tendon damage (especially to the Achilles tendon but also
other tendons) can occur within 48 hours of starting
fluoroquinolone treatment, but onset of symptoms and
signs of the adverse reactions may be delayed several

Fluoroguinolones have previously been associated with a
small increased risk of aortic aneurysm and dissection. We
have previously advised that fluoroquinolones should only
be used after careful assessment of the benefits and risks
in patients at risk of these events and after consideration
of other therapeutic options. Patients at risk include those
with a family history or previous history of aneurysm
disease or those with other risk factors or conditions
predisposing for aortic aneurysm and dissection.

months after stopping treatment.

Precautions for prescribing fluoroquinolones, including for
patients at increased risk

Patients who are older than 60 years, have renal impairment,
or have had solid-organ transplantation, and those being
treated with a corticosteroid are at higher risk of tendon
damage. Concomitant treatment with a fluoroquinolone and a
corticosteroid should be avoided as the risk of fluoroquinolone-
induced tendinitis and tendon rupture may be exacerbated.



Ciprofloxacin (all fluoroquinolones)

Appendix Table 5 - Assessment of the causal nature of the association between fluoroquinolone use and

emerging adverse events vsing Hill's critenia.

Hill’s criteria

Aortic aneurysm /
aortic dissection

Retinal detachment

Tendon injury

Strength

1

Consistency

Temporality

Biological gradient

Plausibility
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Analogy

Total cansation score

Ry | =] =] & =] =

2

Ry | =] & =] =] =

Interpretation

Strong evidence
of causality

Weak evidence
of causality

Strong evidence
of causality

Tendonitis/rupture; OR 1.98 — 3.95, Retinal detachment; OR 1.27,
Aortic aneurysm; OR 2.04

Azamgarhi T et al. JAC, 2024, 79: 2413 - 2416

Significant correlation

* Aortic dissection; OR 2.79

BUT

* NNH 11,111 patient courses

* Risk factors include; age (#), sex
* Counsel patient on risk/ benefit

* Stop immediately if symptoms



Linezolid

Reversible, non-selective inhibitor of monoamine oxidase (MAOI)

‘Serotonin syndrome’: Spontaneous reports of serotonin syndrome associated with

the co-administration of linezolid and serotonergic agents, including antidepressants such
as selective serotonin reuptake inhibitors (SSRIs) and opioids have been reported (see section

4.5). Co-administration of linezolid and serotonergic agents is therefore

contraindicated (see section 4.3) except where administration of linezolid and concomitant
serotonergic agents is essential. In those cases patients should be closely observed for signs and
symptoms of serotonin syndrome such as cognitive dysfunction, hyperpyrexia, hyperreflexia and
incoordination. If signs or symptoms occur physicians should consider discontinuing either one
or both agents; if the concomitant serotonergic agent is withdrawn, discontinuation symptoms
can occur.



Linezolid

236 Eur J Clin Pharmacol (2021) 77:233-239
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Linezolid

Co-administration with linezolid if: The following exclusions apply:

* < ONE additional serotonergic drug ° Prescribed MAOI antidepressants

* Patients counselled on side effects  * > 1 additional serotonergic drug

and given PIL . . .
& * Doses out with manufacturer licensed indication

* Reviewed within 7 days * Known history of neuromuscular hyperactivity

* Therapy discontinued if serotonin e.g. myasthenia gravis and Parkinson’s disease

toxicity confirmed or suspected * CrCl less than 60 ml/min unless TDM performed

* Patients monitored once weekl . , : :
Y * Patients who live alone with no regular daily

carer or supervision to observe signs and
symptoms of altered mental status



Patient information leaflets

Linezolid
INFORMATION FOR PATIENTS & CARERS

NES

Dumfries

[This factsheet provides more information about your treatment. You should read thig
Manufacturer's Patient information leaflet.

What is Linezolid and what is it used for?

Linezolid is an antibiotic that works by stopping the growth of certain bacteria (germ
bacteria, that can cause infections. Itis used to freat a variety of infections such a sk
infections.

How do I take Linezolid?

The usual dose is one 600mg tablet to be taken twice daily (approximately 12 hours
taken before, during or after food. How long you will need to take linezalid will depen|
have, how well you respond to this antibiotic and your blood test results

Do I need to change my diet whilst on Linezolid?

Information about

Serotonin Syndrome

(For people taking Linezolid through the
Antimicrobial Therapy (OPAT) service)

Please fry to avoid the food listed beow (which naturally contains a substance called tyramine) during your
course of treatment. Linezolid can interact with tyramine causing an increase in blood pressure

NHS

Greater Glasgow
and Clyde

Information about the side effects
of Fluoroquinolone antibiotics for
Outpatient Parenteral Antibiotic
Therapy (OPAT) patients

A

——

N\

Outpatient Parenteral Antibiotic Therapy (OPAT) Service

Medical Day Unit

Level one (Bute lifts)

Queen Elizabeth University Hospital
Glasgow G51 4TF

Service Hours:

Monday - Friday, 8:00am - 4:00pm
‘= 0141 452 3107

T 07989 470 541




Summary
OVIVA and POET trials changed the landscape for OPAT services

* Oral therapy is clinically non-inferior to IV antimicrobial therapy

Oral therapy is complex
* Relies on patient compliance and tolerability
* Drug-drug and drug-food interactions
* Adverse drug reactions

SAPG OPAT antimicrobial good practice recommendations

* Provides governance, shared decision making, consistency and
standardisation

e Antimicrobial dosing and monitoring advise to optimise therapy
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