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The Truth About Syndromic Management?

The Impossible:

 Atool to manage asymptomatic STls

The Truth:

Once you have eliminated * Atool to manage of symptomatic STIs

the impossible, whatever remains,
however improbable,
must be the truth.




The Syndromic Management Approach

|dentification of consistent
groups of symptoms and
easily recognised signs

Treats the majority of, and
the most serious, organisms
for any given STl syndrome

History taking (including recent sexual history)
Clinical examination (speculum for females)
Making one or more correct syndrome diagnoses
Early and effective treatment - flowcharts

Advice on sexual behaviour

Promotion/provision of condoms

Partner notification and treatment

Clinical follow-up as appropriate

Case reporting




Advantages of Syndromic Management

Patient is diagnosed and treated in one visit
Effective for most syndromes

Relatively cheap ($3-S4/case)
o ¢.f.$32-S324/case for aetiological approach

No need for patient to return for lab results

All likely STls are treated at once

Validated in most parts of the world

Easy for HCWs to learn and practice for patients
Integrated in primary health care services easily

Can be used by providers at all levels

STI/RTI SYNDROMIC CASE MANAGEMENT

Vaginal / Cervical Discharge Lower Abdominal Pain (LAP)
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= Manstrual megulanities Bke heavy, imeqular vaginal

X
sqraksha
clinic




National Syndromic Manageménf Protocols:

AL " B — ||+ Ensure all patients receive adequate treatment
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Syndromic Approach is Available at Facilities
Where Most Symptomatic Cases Seek Care

Community Health District Regiona|/Provincia| Reference
(home/mobile) (LO) post (primary) (L1) Hospital (L2) hospital (L3) centeﬁj (La)
50% of symptomatic cases are 30% of symptomatic  10% of symptomatic ~ 10% of symptomatic cases
assumed to seek care cases are assumed to cases are assumed to are assumed to seek care
seek care seek care

Syndromic approach

Gram Stain

Diagnostic tools to detect gonorrhoea (NG) and chlamydial (CT) infection and NG susceptibility testing

Diagnosis and technologies

are either non-existent, suboptimal, expensive or unavailable where most patients seek care

Slide courtesy of Dr. Teodora Wi, World Health Organization (modified)


http://www.oraifite.com/city-center/

POCTs Will Improve the Accuracy and Reduce Over-Treatment
in the Syndromic Management Approach

f@} World Health Person with symptom of urethral discharge from penis
LY Organization

Take medical and sexual history
and assess risk for STIs

Physical and genital examination

| |
Resources and capacity for molecular assays Limited laboratory capacity

Perform test Urethral discharge No

present?

Avre results available
on same day?

Yes

GUIDELINES

v

ISf;erStNI(Ji?él_f_l:E TREAT for NG and CT

GUIDELINES FOR THE
MANAGEMENT OF
SYMPTOMATIC SEXUALLY
TRANSMITTED INFECTIONS

Treat based on test results

Offer HIV and syphilis testing and other preventive services

See patient in 1 week to see if symptoms persist or recur or contact
sooner for treatment based on results of molecular assay

JUNE 2021

NG, N.gonorrhoeae; CT, C. trachomatis.
* If molecular assay was performed and results were not available on same day, revise the syndromic treatment initially provided
according to the test results when available

https://www.who.int/publications/i/item/9789240024168



Number of citations reporting barriers

Barriers to Implementation of Rapid POCTs for HIV

Systematic Review (1996-2014)

5 databases searched
16,672 citations retrieved

Data abstracted from 132 studies

Barriers to HIV Rapid Testing:
a0 An Overview

Test Device COST OF POC Patient Level
AND
CONFIRMATDRY
TESTING
4 4 DTHER'G

TCSTCONDUCT

ROBUST 15

4

STORAGE
2

DIFFICULTY

PERFORMING

TESTS
3

ERRORS DUE TO
HEALTH IS5UES
5

80 *Accuracy category: Law accuracy (41), acute infections *Other category: paticnt did not feel a need far rapid
(6}, HIV variants (4], Disease interactions (3), Infants/ 1est {1), patient preference for conventional 1esting (1),
70 antenatal {3). loss to follow up for confirmatory test (3), inappropri-
ale venue (1)
60 Provider Level Health System
COMPLICATED
50 / POC
PROTOCOLS
3
40 casTar
COST IMPLEMENTING
30 » THE TEST
5
OIHER® TSR CORDINCT
ERRORJLACK OF
20 o CHALLENGES IN ni?m.,mm?é i
CLINICAL 1
10 WORKFLOW :
7
PROTOCOLS
0 2
PATIENT PROVIDER HEALTH
TESFREVICE LEVEL LEVEL SYSTEM
*OLher calegory: Misconceplions regarding scouracy *Ouher valegory: counselling requirements (1), Lack of
78 54 24 34 {1}, preference for conventional testing (3), staff not apprapriate venue (1), lack of suppert fram senior lead-
accepting ADT (2, staff not offering RDT universally (4), ership and concerns about medical liability (1), RDTs

staff apprehensive about client reactions (1), concern
that RDTs may lead to additional risk taking (1)

Pai et al., . Point of Care 2015;14(3):81-87

not universally accessible {1)



ASSURED and REASSURED Criteria

Criteria

Table 3 | Characteristics of a REASSURED diagnostics test

Description

* No NG/CT POCT has met
Affordabl ey .
; © 'd.ab © the ASSURED criteria
o Sensitive
Specific .
2 =l . * Lack of investment and
D LEIHIELY high-level advocac
o Rapid and robust 8 Y
Equipment-free : .
2 R .p * Relatively low prioritisation
o Deliverable
of STls
Table 1] POC tests and the ASSURED criteria
Test parameters HIV Malaria Syphilis (CT/NG \ POCTB
Diagnostic target Antibody Antigen Antibody Antigen DNA and RIF resistance

Test format

Lateral flow ICT  Lateral flow ICT

Affordable (US$) 1.00 0.50-0.75
Sensitive (%)? >98

Specific (%)? >99.8

User-friendly 3 steps 3 steps
Rapid and robust (min) 15-20 15-20
Equipment free Yes Yes
Deliverable Yes Yes

Lateral flow ICT Lateral flow ICT with

0.50-1.00
>75

>92

3 steps
15-20

Yes

limited

Nucleic acid amplification test
specimen processing

6.00-7.00 10.00

<50

>98

6-7 steps Sample-in, answer-out
<60 90

Yes POC device

\Used in labs )

Only with donor support

2Compared to a laboratory-based reference standard assay. ICT, immunochromatographic test; CT/NG, Chlamydia trachomatis/Neisseria gonorrhoeae.

Land et al. Nature Microbiol. 2019;4:46-54

Real-time connectivity

Ease of specimen collection

Affordable
Sensitive

Specific
User-friendly

Rapid and robust

Equipment free or
simpleEnvironmentally

friendly

Deliverable to end-users

Tests are connected and/or a reader
or mobile phone is used to power
the reaction and/or read test results
to provide required data to decision-
makers

Tests should be designed for use with
non-invasive specimens

Tests are affordable to end-users and
the health system

Avoid false negatives
Avoid false positives

Procedure of testing is simple — can
be performed in a few steps, requiring
minimum training

Results are available to ensure
treatment of patient at first visit
(typically, this means results within
15 min to 2 hours): the tests can
survive the supply chain without
requiring additional transport

and storage conditions such

as refrigeration

Ideally the test does not require any
special equipment or can be operated
in very simple devices that use solar
or battery power

Completed tests are easy to dispose
and manufactured from recyclable
materials

Accessible to those who need the
tests the most



Be Careful What you Wish For .....

OPEN & ACCESS Freely available online “'PLoS one

Point-of-Care Test for Detection of Urogenital Chlamydia
in Women Shows Low Sensitivity. A Performance
Evaluation Study in Two Clinics in Suriname

Jannie J. van der Helm', Leslie O. A. Sabajo®, Antoon W. Grunberg®, Servaas A. Morré™*, Arjen G. C. L.
Speksnijder®, Henry J. C. de Vries' 7%

15T Quipatient Clinie, Cluster Infectious Diseases, Public Health Service Amsterdam, Amsterdam, The Netherlands, 2Dermatological Service, Ministry of Health,
Paramaribo, Suriname, 3 Lobl Foundation, Paramaribo, Suriname, 8 VU University Medical Center, Amsterdam, The Metherdands, 5 Institute of Public Health Genomics,
Departrment of Genetics and Cell Biology, Research Institutes CAPHRI and GROW, Faculty of Health, Medicine & Life Sciences, University of Maastricht, Maastricht, The
Metherlands, & Public Health Laboratory, Cluster Infectious Diseases, Public Health Service Amsterdam, Amsterdam, The Netherlands, 7 Department of Dermatology,
Academic Medical Center, University of Amsterdam, Amsterdam, The Netherdands, 8 Centre for Infections and Immunity Amsterdam, Academic Medical Center, Liniversity
of Amsterdam, Amsterdam, The Metherlands, @ Centre for Infectious Disease Control, National Institute of Public Health and the Environment, Bilthoven, The Metherlands

Abstract

Background: In general, point-of-care (POC) tests for Chlamydia trachomatis (Ct) show disappointing test o ance,
especially disappointing sensitivity results, However, one study sponsored by the manufacturer (Diao Real
World) reported over 80% sensitivity with their Chlamydia Rapid Test (CRT), We evaluated the p a

non-manufacturer-sponsored trial.

Methods: Between July 2009 and February 2010, we included samples fro = and Iow—dsk clnmcs

expe_ations as described previously. The CRT missed samples with a low Cl load. Impmved POC are needed as meaningful
diagnostic to reduce the disease burden of Ct.

vin| s not so
plea?‘ g a thing
after all as wanting.
logical,
IS often true.”




Health Expenditure per Person vs. Cost of Molecular POCTs

Health expenditure per person, 2019

W Cost for cartridge | Methodology

The sum of public and private annual health expenditure per person, measured in international-$.

Malaria 50c to 75c Lateral flow ICT
HIV S1 Lateral flow ICT
Syphilis 50c to S1 Lateral flow ICT
CT/NG S6 to S7 Lateral flow ICT
CT/NG $60 to $90 NAAT

(estimated)

+ cost of equipment

+ cost for comparator assay (extragenital)
+ cost for testing QC samples

+ cost for external QA program

| | | | | L e + cost for operator proficiency testing

No data $0 $50 $100 $200 $500 $1,000 $2,000 $5,000 $10,000 $20,000

Source: WHO, Global Health Observatory (GHO) OurWorldInData.org/financing-healthcare « CC BY

Note: Figures are given in international-$. This means they are adjusted for price differences between countries and adjusted for inflation to allow
comparisons between countries and over time.

https://ourworldindata.org/grapher/annual-healthcare-expenditure-per-capita



r ‘ How long are patients willing to
wait for rapid STD test results?
&y @
S

S <10 & & 2
11-20 S 2 2
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A A

>30 2

Willing to wait Not willing to wait

Gettinger, J, et al, Patients Are Willing to Wait for Rapid Sexually Sexually @
Transmitted Infection Results in a University Student Health Clinic,

January 2020 Transmitted B>
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HCW Reports of Syphilis Rapid POCT Stock Outs
Ghana (Aug 2010 to Feb 2011)

* Face-to-face semi-structured interviews with HCWs providing antenatal services in health facilities 4-15 months
after the roll out of syphilis POCTs

“We started testing [at the antenatal clinic] towards the end of June [2010] and stopped early July [2010]... The test

kits that we had got expired, so we could not continue... | tried [contacted] the [medical] stores but | could not get any.”
(Midwife, Ghana)

Consumables Stock levels

NMil <1 month =21 month

Test kits and lancets

Syphilis test kits (n = 13)° 6 0 7
Syphilis test kits-chase buffer (n = 13)° 6 T 6
HIV test kits/diluent (n = 14)° 0 4 10
Lancets (n = 15) 1 0 14

a2 facilities which had not started syphilis screening were excluded; 1 facility excluded as had not started antenatal HIV screening

Dassah et al. BMC Health Serv. Res. 2018;18:130



POCT Stock-outs in Primary Healthcare Clinic Settings

100 PHCs in 13 Districts, Upper East Region, Ghana (February-March 2018)

Mean
150 200
1 |

100
1

50
1

o

o

o

o

o

o

B Haemoglobin test
B mean of HiVtest I Syphilis test
I Hepatitis B test B Valaria test
I Urine pregnancy test Urine protein test

I Biood glucose test

 Complete stock-outs noted in selected PHCs in several districts

blood glucose test in 7/13 districts (53.8%)
haemoglobin and hepatitis B virus test in 3/13 districts (23.1%)

urine protein test in two (15.4%) districts

* Predictors of complete test stock outs:

stock-outs at Regional Medical & District Health Directorates stores
high clinic attendance

lack of documentation of expiry date/expired tests

poor documentation of inventory level

poor monitoring of monthly consumption level

failure to document unexplained losses of the various POC tests

Fig 2. Shows a har chart of the mean variations in stock levels of POC tests andited in 100 PHC clinics in the Upper East Region.

hittps:/doi.orgs10.1371/journal pone. 0211498002

Kuupiel et al., . PLoS ONE 2019;14(2):e0211498




Will Rapid Diagnostic Testing for STIs Will Make
Syndromic Management a Thing of the Past?

Syndromic management is very cheap
Accessible at every healthcare facility
Proven health benefits — it works

It is @ whole package - not just treatment

Costly NAAT-based POCTs required for NG/CT
management — unaffordable for most countries

Stock outs are a major issue for POCTs

Rapid diagnostic tests can supplement but
never replace syndromic management

No —it’s just not logical Captain Jeff
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