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Co-morbidities Guidelines V10

- 44 pages in length
- 42 sections (12 online) « Bone diseases

- 12 groups of conditions « Cardiovascular diseases
* Diabetes mellitus

* Frailty

* Immunosuppression & Transplantation
* Liver disease & Cirrhosis

* Mental health

« Metabolic diseases (inc. Obesity)
Version 10.0 » Neurocognitive function

November 2019 « Renal disease

Bnglish » Sexual and Reproductive Health

* Travel & Vaccination
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Co-morbidities Guidelines V10

Summary of Changes fromv9.1 to v10.0

Co-morbidity section

it 3 b vttt o of ART
1 oty AR 1 By

. All tables have been updated with the addition of BIC and DOR and
older ARVs (including older Pls, ddl and d4T) have been removed from
all sections apart from that on lipoatrophy, pages 57, 67, 74-76, 78, 87,
90-91 and 94

. A comment has been included on use of e-cigarettes in the lifestyle
intervention section, page 53

. Screening for kidney disease recommends the use of albumin/creati-
nine ratio for glomerular disease and protein/creatinine ratio for screen-
ing for and diagnosing ARV-related tubulopathy, pages 64-66

. There are updated targets for lipids and a change in threshold for ART
modification from 20% 10-year risk of CVD to 10% 10-year risk of CVD,
page 54 and 60

. Blood pressure targets have been updated, pages 54-55

. The medical management of hypertension has been updated to include
amended drug sequencing suggestions and recommendations on
drugs to use, page 56

. There is an additional 4" step in the work-up of liver disease in PLWH
to include risk stratification based on risk prediction tools and transient
elastography and an updated algorithm for surveillance of varices,
page 69

. There is a minor update for the screening guidance for HCC in non-
cirrhotic PLWH with HBV, pages 8, 52, 71 and 95

. In the sexual health section, there is a statement about U=U, including
how this information affects options for conception for PLWH and their
partners and screening for menopause, page 80

GUIDELINES

. In the section on depression, there is a statement on the impact of
depression on overall well-being, page 84

. In the cognitive guidelines, recommendations for modification of ART
are based on either CSF resistance testing or on likely ART toxicity,
page 88
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Hypertension

Hypertension: Diagnosis, Grading and Management

Other risk factors, asymp-
tomatic organ damage or
disease

Blood pressure (mmHg)

Blood pressure (mmHg)

Blood pressure (mmHg)

Blood pressure (mmHg)

High normal SBP
130-139
or DBP 85-89

Grade 1 hypertension
SBP 140-159
or DBP 90-99

Grade 2 hypertension
SBP 160-179
or DBP 100-109

Grade 3 hypertension
SBP = 180
or DBP 2 110

No other risk factors

+ Lifestyle changes!()
» No BP drug intervention

« Lifestyle changes!() for
several months

» Then add BP drugs
targeting < 130/80""

« Lifestyle changes() for
several weeks

* Then add BP drugs
targeting < 130/801"

- Lifestyle changes(!)
« Immediate BP drugs
targeting < 130/80""

1-2 risk factors

« Lifestyle changes!()
* No BP drug intervention

« Lifestyle changes() for
several weeks

* Then add BP drugs
targeting < 130/80"

« Lifestyle changes() for
several weeks

« Then add BP drugs
targeting < 130/80"

- Lifestyle changes(!)
 Immediate BP drugs
targeting < 130/80"

2 3 risk factors

+ Lifestyle changes!()
* i.e. no BP drug intervention

- Lifestyle changes!() for
several weeks

» Then add BP drugs
targeting < 130/80"

- Lifestyle changes!()
« BP drugs targeting
< 130/80"

« Lifestyle changes!)
« Immediate BP drugs
targeting < 130/80""

Organ damage, CKD stage
3 or diabetes

« Lifestyle changes(!)
» Consider blood pressure
drugs targeting < 130/801"

» Lifestyle changes!!)
» BP drugs targeting
<130/80"

« Lifestyle changes!)
» BP drugs targeting
< 130/80"

- Lifestyle changes!)
» Immediate BP drugs
targeting < 130/80"

Symptomatic CVD, CKD
stage 2 4 or diabetes with
organ damage/risk factors

« Lifestyle changes(!)
» Consider blood pressure
drugs targeting < 130/80"

+ Lifestyle changes!)
» BP drugs targeting
<130/80"

« Lifestyle changes!)
« BP drugs targeting
< 130/80"

« Lifestyle changes!
« Immediate BP drugs
targeting < 130/80""
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Hypertension
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Other risk factors, asymp-
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« Life
sev:
* The
targ

2 3 risk factors

+ Lifestyle changes!()
* i.e. no BP drug intervention

- Lifestyle changes!() for
several weeks
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* Life:
* BP
< 1]

* Then

Organ damage, CKD stage
3 or diabetes

« Lifestyle changes(!)
» Consider blood pressure
drugs targeting < 130/801"

» Lifestyle changes!!)
» BP drugs targeting
<130/80"

« Life
- BP
<13

Symptomatic CVD, CKD
stage 2 4 or diabetes with
organ damage/risk factors

« Lifestyle changes(!)
» Consider blood pressure
drugs targeting < 130/80"

+ Lifestyle changes!)
» BP drugs targeting
<130/80"

« Lifestyetmanmges
« BP drugs targeting
< 130/80"

targeti

- Lifestyle changes!!) for
several weeks

ad

< 130/80"

« Immediate BP drugs
targeting < 130/80""
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Hypertension - management

Choosing drugs(i) for persons newly diagnosed with hypertension GUIDELINES
< 55 years > 55 years or black!(")
person of any age . .
A= ACE inhibitor
Al | Cliv) C= Dihydropyridine
NG NG Calcium Channel
A+ C'" (white person) : A+ Cor C + D" (black person) Blocker
N _ .. . .
NieiDl D= Thiazide-type diuretic

N\

A+ C + D' + Spirolactone (12.5 to 50 mg)

N
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Hypertension - management

Choosing drugs(i) for persons newly diagnosed with hypertension

GUIDELINES
< 55 years > 55 years or black!(")
personeramyeqe A= ACE inhibitor
A | Cli,v) C= Dihydropyridine
v v Calcium Channel
A+ C'U (white person) A+ CorC+ D" (black person) Blocker
4/ — . ] ) "
| py— | D= Thiazide-type diuretic

A + CV (white person) A+ Cor C + D" (black person)
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Cardiovascular Disease prevention

| Assess CVD risk in next 10 years" |

%

Advise on diet and lifestyle in all
persons

Consider ART modification if 10-
year CVD risk =2 10%""

N

Smoking (see page 53)

Identify key modifiable risk factors'"

Blood pressure ‘ Coagulation ‘ ‘ Glucose Lipids
N N N N
Drug treatment if: SBP = 140 or " . : g Drug treatment’” if: established
DBP = 90 mmHg (especially if 10- Drug treatment (I)fn I;stabllshed CvD Confirm DM an(;ir J;esat with diet and CVD or type 2 diabetes or 10-year
year CVD risk =2 10%) CVD risk 2 10%
N N N N
Target" Target - N/A Target Target*
SBP < 130 mmHg \l/ HbA1C 6.5-7.0% 2.")’ preven- 17 Preven-
Consider treating with acetylsali- v tion orvery | ..
PEIFSEY (Wil cylic acid 75-150 mg (Vi) ‘ Treatment (see page 59) high risk
LDL** |<1.4(55) |<2.0(80)
Non
LDL <2.2(85) |<3.0(115)
Treatment (see page 55-57) ‘ N

N
)
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Cardiovascular Disease prevention

| Assess CVD risk_in next 10 vears" |
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| Assess CVD risk_in next 10 vears" |
Advise on diet and lifestyle in all ConSIder ART mOdIfICatIOH If 1 O'
s : year CVD risk = 10%""

I Cardiovascular Disease prevention

I Smoking (see page 53) - Identify key modifiable risk factors‘"
i
[ \ [ |
‘ Blood pressure ‘ ‘ Coagulation ‘ ‘ Glucose ‘ ‘ Lipids
N N N N
Drug treatment if: SBP = 140 . : :
DBrIlDng g%ammnfﬂg' (especially if ?6_ Drug treatment if: Iestabllshed CvD Confirm Ta rg et*
year CVD risk = 10%) ony
0 0 ‘ 2V preven- 17 Preven
Target Target - N/A Target : =
SBP < 130 mmHg v HbA1C :‘:(.)nho.r \i/(ery tion
Consider treating with acetylsali-
PEIFSEY (Wil cylic acid 75-150 mg(Vil) Treatm Ig [
LDL** |[<1.4(55) |<2.0(80)
Treatment (see page 55-57) ‘ Non < 22 (85) < 30 (115)
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Kidney Disease

GUIDELINES
Kidney Disease: Definition, Diagnosis and Management

Diagnosis of kidney disease

eGFR()
> 60 mL/min > 60 mL/min, but >30-<60 mL/ <30 mL/min
accelerated decline of min
eGFR*
UA/Ch < 3 Regular follow-up
= UA/C 3-30 * Check risk factors for CKD" and nephrotoxic
= medicines including ART™ %)
£ + Discontinue or adjust drug dosages where
£ appropriate(")
g‘ * Perform renal ultrasound
o « If haematuria present with any level of proteinu-
= ria refer to nephrologist
s + Refer to nephrologist if new CKD or progressive
% decline in eGFR
@ UA/C" > 30
&) | EACS European
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Kidney Disease

GUIDELINES
Kidney Disease: Definition, Diagnosis and Management

UA/ICT < 3
UA/C™ 3-30

> 60 mL/min, but >30-<60 mL/ < 30 mL/min
accelerated decline of | min
eGFR*

up
stors for CKD™ and nephrotoxic
luding ART(% %)

r adjust drug dosages where

ultrasound

present with any level of proteinu-
phrologist

rologist if new CKD or progressive
R

Proteinuria (mg/mmol)®

UA/C™ > 30
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Kidney Disease

GUIDELINES

Indications and Tests for Proximal Renal Tubulopathy (PRT)

Indications for proximal renal tubulopathy tests Proximal renal tubulopathy tests("), including Replace TDF by non-tenofovir
drug or TAF* alternative drug if:
« Progressive decline in eGFR() + Blood phosphate and urinary phosphate excretion(V)) + Confirmed proximal renal tubulo-
& eGFR = 90 mL/min & no other cause and/or * Blood glucose and glucosuria pathy with no other cause
+ Confirmed hypophosphataemia(il) and/or + Serum bicarbonate and urinary pH(Vi)
« Confirmed increase in UP/C(iil) + Blood uric acid level and urinary uric acid excretion(Vii)

» Renal insufficiency even if stable (eGFR < 60 mL/min) |« Serum potassium and urinary potassium excretion
« Tubular proteinuria(V)
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Kidney Disease

Indications and Tests for Proximal Renal Tubulopathy (PRT)

Indications for proximal renal tubulopathy tests Proximal renal tubulopathy tests("), including Replace TDF by non-tenofovir
drug or TAF* alternative drug if:

~ |[med proximal renal tubulo-

- Progressive decline in eGFR() e
& eGFR £ 90 mL/min & no other cause and/or

« Confirmed hypophosp :“i iall) and/or

» Confirmed increase i
* Renal insufficiency eve
» Tubular proteinuria(V)

able (eGFR < 60 mL/min)
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What about HIV and Ageing?

« Current guidelines cover a range of age-related
conditions

« Comprehensive guidance on screening, prevention and
management

* No agreed ‘old age’ cut-off
« Sections include age-specific guidance
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New section — Frailty and Ageing

Feature Frailty Phenotype Frailty Index
Clinical definition Based on presence of signs, symptoms Based on presence of diseases, disabilities
(pre-disability syndrome) (accumulation of deficits)
How to assess Assessed by five specific features [22]: A frailty index is calculated based on the number
1. self-reported weight loss (a) of health deficits out of > 30 assessed health
2. self-reported exhaustion (b) deficits [23]
3. low levels of physical activity as measured by
Minnesota Leisure physical activity question- Health variables, including signs and symptoms of
naire (c) disease, laboratory measures, and self-reported
4. measured 4 m walk speed time (d) data
5. measured grip strength (e) Data routinely collected in medical records can be

included if they characterise age-related, acquired
health deficits which cover a range of physiologic

systems
How to interpret Categorical variables Continuous variables
Total score of 5 items: Index ranges from 0 to 1:
0 deficits = fit >0.25 = fit
1-2 deficits = pre-frail 0.25 - 0.4 = frail
3 + deficits = frail > 0.4 = most frail
How to address frailty [24] Promote Comprehensive Geriatric Assessment (CGA), aimed at personalising interventions according

to benefits/priorities for a given person through a multidisciplinary diagnostic and treatment process,
that identifies medical, psychosocial, and functional limitations aimed at maximising overall health with
ageing and the improvement of quality of life

Recommendations [25], [26] In PLWH who are frail:

1. Sustain and recover physical function impairment and sarcopenia prescribing physical activity with a
resistance training component

. Address polypharmacy by reducing or deprescribing any inappropriate/superfluous medications, see

Prescribing in Elderly PLWH

Screen for, and address modifiable causes of fatigue

. For PLWH exhibiting unintentional weight loss, screen for reversible causes and consider food fortifi-
cation and protein/caloric supplementation

5. Prescribe vitamin D for individuals deficient in vitamin D, see page 62

N
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New section — Frailty and Ageing
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. Address polypharmacy by reducing or deprescribing any inappropriate/superfluous medications, see
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New section — Frailty and Ageing

Feature Frailty Phenotype Frailty Index
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Promote Comprehensive Geriatric Assessment (CGA), aimed at personalising interventions according
to benefits/priorities for a given person through a multidisciplinary diagnostic and treatment process,
that identifies medical, psychosocial, and functional limitations aimed at maximising overall health with
ageing and the improvement of quality of life

Prescribing in Elderly PLWH

3. Screen for, and address modifiable causes of fatigue

4. For PLWH exhibiting unintentional weight loss, screen for reversible causes and consider food fortifi-
cation and protein/caloric supplementation

5. Prescribe vitamin D for individuals deficient in vitamin D, see page 62
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What about obesity?

Obesity

Definition:

Body mass index (BMI) > 30 kg/m?

Also body fat > 25% (men) or > 33% (women) for persons with low muscle mass

Waist circumference is an indicator of abdominal fat and a useful predictor of cardiometabolic diseases. Cut-off points indicating higher cardiometabolic risks
are > 88 cm for women and > 102 cm for men.Naturally, different ethnicities have different body builds and proportions. Asians have a naturally slimmer,
petite frame and therefore the waist circumference cut off for Japanese, Chinese and South Asian people is lower than for Caucasians.

Visceral adipose tissue (VAT) area = 130 cm? is a validated threshold for increased cardiometabolic risk

Consequences:

Not only cosmetic concern

Worse outcomes with surgery and actute infections (e.g. pneumonia, influenza)

Increased risk of diabetes mellitus, hypertension, cardiovascular disease, some cancers, obstructive sleep apnea, colelithiasis, erectile dysfunction, non-alco-
holic fatty liver disease, ostheoarthritis and depression

Contributing factors:

Older age

Sedentary lifestyle

Intake of excess or poor quality calories (e.g. saturated fats, processed sugars)

Excess alcohol consumption

Some medications (e.g. psychotropic drugs, steroids, antidiabetci drugs)

Endocrine disorders (e.g. GH deficiency, hypothyroidism, Cushing’s syndrome, hypogonadism)

Assessment:

Weight, waist circumference and BMI, see page 53

Fasting lipids and glucose, see pages 54, 58 and 60

Dyslipidaemia management, see page 60

Assess NAFLD, see page 72

Prevention of cardiovascular disease, see page 54

Aim:

An objective of 5% weight loss from initial weight may have a beneficial impact on obesity-related comorbidities

Management:

Structured exercise

Dietary intervention

No data on ART switch

Treat underlying or associated conditions

There are several drugs approved to treat obesity (e.g. orlistat, phentermine/topiramate, lorcaserin, nalterxone/bupropion, liraglutide) but they should be
prescribed by an endocrinologist or obesity expert. All of them may have adverse effects and drug-drug interactions with ART.

Bariatric surgery may be considered in persons with a BMI = 40 kg/m? or 2 35 kg/m? with obesity-related comorbidities refractory to serious attempts at
lifestyle changes and should be coordinated through an established, specialist led obesity programme. Consider theraputic drug monitoring and drug dose
adjustment post-bariatric surgery

Surgery can be considered for localised lipomas and dorsocervical fat accumulation for cosmetic purposes only
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What about obesity?

Obesity

Definition:

Body mass index (BMI) > 30 kg/m?

Also body fat > 25% (men) or > 33% (women) for persons with low muscle mass

Waist circumference is an indicator of abdominal fat and a useful predictor of cardiometabolic diseases. Cut-off points indicating higher cardiometabolic risks
are > 88 cm for women and > 102 cm for men.Naturally, different ethnicities have different body builds and proportions. Asians have a naturally slimmer,
petite frame and therefore the waist circumference cut off for Japanese, Chinese and South Asian people is lower than for Caucasians.

Visceral adipose tissue (VAT) area = 130 cm? is a validated threshold for increased cardiometabolic risk
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Not only cosmetic concern

Worse outcomes with surgery and actute infections (e.g. pneumonia, influenza)

Increased risk of diabetes mellitus, hypertension, cardiovascular disease, some cancers, obstructive sleep apnea, colelithiasis, erectile dysfunction, non-alco-

« Rapidly evolving field
* Will continue to update
* No ART-specific recommendations

T TCVETTIOTIT OT CAararovasturdar © STC Page o7

Aim:

An objective of 5% weight loss from initial weight may have a beneficial impact on obesity-related comorbidities
Management:

Structured exercise

Dietary intervention

No data on ART switch

Treat underlying or associated conditions

There are several drugs approved to treat obesity (e.g. orlistat, phentermine/topiramate, lorcaserin, nalterxone/bupropion, liraglutide) but they should be
prescribed by an endocrinologist or obesity expert. All of them may have adverse effects and drug-drug interactions with ART.

Bariatric surgery may be considered in persons with a BMI = 40 kg/m? or 2 35 kg/m? with obesity-related comorbidities refractory to serious attempts at
lifestyle changes and should be coordinated through an established, specialist led obesity programme. Consider theraputic drug monitoring and drug dose
adjustment post-bariatric surgery

Surgery can be considered for localised lipomas and dorsocervical fat accumulation for cosmetic purposes only
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What about obesity?

Obesity

Musculo- Genito-

Skin Digestive Liver Ccv skeletal urinary

Nervous Body fat Metabolic (0]{,1-1

TAF( Weight
increase
INSTI
RAL Nausea Myopathy, Sleep Systemic
Rhabdomy- disturbance, hypersensitivity
olysis Headache syndromei
Weight
increase
DTG Rash Nausea | eGFR" Sleep Systemic
disturbance, hypersensitivity
Headache
Weight
increase
EVGlc Nausea, | eGFR" Sleep Waighte”
Diarrhoea disturbance, increase
Headache
BIC | eGFR™ Sleep Weight
disturbance, increase
Headache
B EACS European
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