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Guideline development process - robust methods

30 to 40 experts

! WHO . . WHO Guideline Development Group for living AII WHO regions

T Pt [ fﬁ‘:ﬁi:iﬂiii":ﬁfé‘?ﬂ?ﬁ!’l"i212533.','.!?.?"' Medical specialties

Y ~Guideline S Ethicists

% Development § .

Patients
Ewd_e.nce-to- Unconflicted (financial and intellectual)
ecision . . :

framework Standing virtual meetings

for consensus on

. Benefits and harms WHO Steering Committee

« Values and preferences Guideline Dev. Group

* Equity Systematic N (IPC and clinical) External
« Feasibility Review Review
. Cost and access Team Metr;ﬁgilogy C(';'r:‘;?f' Group

WHO handbook for guideline development https://apps.who.int/iris/handle/10665/145714
Living guideline GDG https://www.who.int/publications/m/item/who-guideline-development-group-living-guidelines-for-covid-19-biographies
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Summary of findings and comparisons Mobile access

@ EI app.magicapp.org/#/guideline (5]

Baricitinib vs. Standard care for Patients with severe X
IL-6 receptor blockers vs Standard care or critical COVID-19 - IL-6 subgroups
Patients with severe or critical COVID-19 b
6 Outcomes  Graphical view Summary Among a 1000 patients like you, on
average with Baricitinib
Results favor the comparator Results favor the intervention
Standard care IL-6 receptor blockers Mortality
Expected results with the intervention o 24 fewer
(with IL6-RB)
Mortality 130 16 fewer 114 QOEO
1000 1000 1000
pet BE BEl HIGH Standard care Baricitinib
Mechanical ventilation 86 23 fewer 63 QPO 130 106
per 1000 per 1000 per 1000 HIGH
per 1000 per 1000
Adverse events Iead!ng todrug 9 No important difference 5 @000
discontinuation per 1000 per 1000 VERY LOW Certainty
@O0
Bacterial infections 101 No important difference 96 ®@00 MODERATE
per 1000 per 1000 Low
Direction not set 0000
Mortality Practical issues
Duration of mechanical 14.7 1.2 lower 135 @@00
ventilation (Mean) Scale: - (MD) (Mean) LOW
Lower better
Duration of hospitalization 12.8 4.5 lower 8.3 @00
(Mean) Scale:- (VD) (Mean) LOW
Lower better

eline/nBKO1E
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COVID-19

Last guideline update November 2023
* In view of changing epidemiology, revised risk estimates have been
used to assess absolute effects of therapeutics

Current ongoing consideration of:

« Anticoagulation (heparins) in patients hospitalized with COVID-19

« HMGCOoA reductase inhibitors (statins) in patients hospitalized with
COVID-19

* Metformin to prevent long-COVID for patients with acute COVID-19

Next update publication in Q1 2025
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%2 Population Risk of admission
to hospital:
Pgéﬁ#ﬁ:éth @ Hish i @ —e new estimates of risk...
. Moderate 0
covid-19 o Patient risk | Estimated
O Low group hospitalisation rate

Low 0.5%
Moderate 3%

Strong
O recommendations

in favour (H)

(H conditional recommendation for
nirmatrelvir-ritonavir for patients with
» (H) non-severe COVID-19

Weak or conditional - o i
O recommendations at moderate risk of hospitalization

in favour

Nirmatrelvir @
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Remdesivir and molnupiravir
No longer recommended for
moderate-risk patients

S ==m -

Molnupiravir @
I'u'Iltlgatlnn strategies to
duce potential harms
shnuid ba implementad

Weak or conditional
o recommendations 0
against

Molnupiravir
Strong recommendation against

for low-risk patients
Molnupiravir (@ P

Strong
o recommendations o

against
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WHO Clinical guidelines for influenza (2024)
Considered all available therapeutics, privileging RCT evidence

Broadened scope to include recommendations on:
— non-severe influenza

— zoonotic influenza (novel influenza A)

Guidelines for the cinical T——— — secondary prevention (in contacts of primary cases)

management of severe for influenza

kel @y adjunctive therapy (steroids, innnunomodulators)
}«f rld Health
— routine use of antibiotics

2 O%gigta) (2 0222?;: ta) — assessment of severity (see bottom of page)

sympromiol mfuenzs? ?ﬁgﬁ%ﬁ‘i‘f?éﬁ%f?ﬁ?:#ﬁ"/w :rr‘g;l‘:;lznat and prophylaxis Non-sevgrg LT c . . q
T T E— o @ Conditional for: baloxavir (high risk patients only) .. . .
[. ooy ] | i R o (o P e Condltlona.l against: lan!nfam|V|r, pgrgmmr, ‘uml.fenowr, (baloxavir in low risk patients)
Mg et T Bl e I® Strongagainst: oseltamivir, zanamivir, favipiravir
2 B I& Strongagainst: antibiotics in patients with a low probability of bacterial infection

T N h . 65 years of over OR . . .
‘l e Rl ol o koo fmmurgcmpronie Severe (hospitalized, or novel influenza A)

influenza virus? progression to neurological or respi iratory systems) OR
zoanotic influenza virus infection associated
no m ', es

e e @ Conditional for: oseltamivir
] BS years or over, of younger

P ~H O ¢ Conditional against: peramivir, zanamivir
;; rimaelan a T::mmogom ﬁml:tg?mmc P . . . . . .
ooty ey || e ider fj’:gmm?gf, o . Conditional against: macrolide as immunomodulator, NSAIDs, mTOR inhibitors,
il G o passive immune therapy, corticosteroids
" ” PPN oo ans aialrom dss e foradls: Prophylaxis in seasonal influenza
antiviral antiviral l;;:g;‘g:,’?:"]s :ﬁ:ﬂé‘:‘;ﬂ;ﬁg’gnmeﬁnﬁc?ﬂg fg;;tjnﬂxgad;ys oy . . . . . . ..
s e ::g.m&;%;:;gﬂ;;:";’;:;m‘:’fm @ Conditional for (only in patients at extremely high risk): oseltamivir, zanamivir,
LA L Rir Chooseane antiialfrom fdoses re foradtsk: lani namivir, baloxavir
P(;?’g:‘l):g’é'; xin:nﬁuilﬂmg%maﬁaﬂnncedny}yibr 0.days - N . o N .
i S e e Prophylaxis in zoonotic / novel influenza A

within 45 hours of -80mg (depending on veit m = -
exposure mgrggr!ﬂ?e R E‘{jﬁ\\ﬂ World Health

fonews L2 Organization @ Conditional for (all patients): oseltamivir, zanamivir, laninamivir, baloxavir

P

Was the exposure to a zoonotic

influenza virus associated with
high mortality in humans or

High risk for severe disease: Age 65+ years and/or one or more major risk factors
Extremely high risk for severe disease: 85 years or older, or under 85 years with multiple major
and additional risk factors (as judged by clinician)

Major risk factors for severe disease: Age 65+ years; immunocompromise;
cardiovascular disease; neurological disease; chronic respiratory disease.
Additional risk factors: malignancy; pregnancy; diabetes.
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Clinical practice guidelines for influenza:
summary of recommendations 1

Patients with non-severe seasonal influenza

Conditional Baloxavir
recommendation in patients with high risk of progression to severe
¢ influenza (65 years of age and over or one or more
oruse major risk factors for severe influenza)
Conditional Laninamivir
recommendation Peramivir
. Umifenovir
against use Baloxavir in patients at low risk of progression to
severe influenza.
Strong Oseltamivir
recommendation Zanamivir
. Favipiravir
agamst use
adjunctive treatment
Concomitant antibiotics in patients with low
probability of bacterial infection
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Clinical practice guidelines for influenza:
summary of recommendations 2

Patients with severe influenza

Conditional Oseltamivir
recommendation

for use

Conditional Peramivir
recommendation Zanamvir

against use adjunctive treatment

Macrolide (for immunomodulatory therapy -
recommendation not relevant to bacterial
coinfection)

NSAIDs

mTOR inhibitors

Passive immune therapy

Corticosteroids
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Clinical practice guidelines for influenza: unicef &
summary of recommendations 3

Preventing influenza among persons with exposure to seasonal influenza viruses in the

prior 48 hours (with no known infection)

Conditional Oseltamivir or

recommendation Zanamivir or

for use Laninamivir or
Baloxavir

Only in persons at extremely high risk of severe illness
(85 years of age and over or younger patients with
multiple risk factors).

In the absence of risk factors for developing severe
disease the recommendation is against giving these
therapeutics.
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Clinical practice guidelines for influenza: unicef &
summary of recommendations 4

Preventing influenza among persons with zoonotic influenza associated with high

mortality or unknown risk of severe disease (with no known infection)

Conditional Oseltamivir or
recommendation Zanamivir or
for use Laninamivir or

Baloxavir
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Influenza antivirals: unicef |
Global production capacity assessment

« WHO will be reaching out to manufacturers to learn more
about global production capacity of influenza antivirals

o Data on influenza antivirals are limited

o WHO is developing a roadmap on seasonal influenza vaccination with a
holistic approach to prevention and control

o WHO is responsible for global estimates of vaccines and antivirals production
capacities as part of influenza pandemic preparedness

« WHO plans to send out a survey for antivirals information in
March 2025 to manufacturers currently producing approved
influenza antivirals

o Information on product(s)
o Estimate of maximum treatment courses that could be produced

o Information provided by manufacturers will be kept confidential; only
aggregate summaries will be published

If you are an influenza antiviral manufacturer and want to learn more,
please contact Jessica Taaffe, taaffej@who.int.
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Mpox testing and testing strategies: unicef&@ | :::@ | @
interim guidance (4t" version)
Key updates Diagnostic testing and testing strategies for

e Available molecular-based
near patient Point-Of-Care
Tests are ableto Interim guidance
demonstrate a high level of
accuracy comparable to
laboratory-based PCR.

MpPoX

12 November 2024

. WHO does not recommend use of rapid antigen tests for detection of monkeypox virus
(MPXV).

. Research on AgRDT strongly encouraged, so those would be game changers to provide access
to Dx in remote areas

. Considerations on testing strategy depending on the epidemiological setting (no cases,
sporadic cases, clusters, community transmission)

16/12/2024
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Diphtheria

Global shortage of antitoxin
(despite being 124 years after DAT was recognized
in the Nobel prize for medicine!)

Under-utilization in epidemic settings due to
» Lack of availability
 Difficulties in administration and patient selection

« Reliance on antibiotics as a therapeutic Characteristic of diphtheria disease DAT dose
 WHO hosts small stockpile and supports with (V)
allocation during outbreaks -Laryngitis or pharyngitis
and 20 000

eDuration < 48 hours

WHO Guideline recommendation (2024)

*Nasopharyngeal disease (extensive pseudomembrane)

“In suspected or confirmed symptomatic and 40 000
diphtheria, WHO suggests administration of a *Duration < 48 hours
single dose of diphtheria antitoxin” One or more of:

*Diffuse swelling of the neck 80 000
[Conditional recommendation, very low certainty *Any disease 2 48 hours _
evidence] *Severe disease (respiratory distress, shock)




Interim Guidance: Laboratory Testing for
Diphtheria in outbreak settings

Builds on existing WHO laboratory guidance

documents:

*  WHO Laboratory Manual for the diagnosis of
diphtheria & other related infections (2021)

*  WHO Diphtheria: Vaccine Preventable Diseases
Surveillance Standards (2018)

Focuses on key issues related to laboratory testing

during outbreak events & resource-limited

settings:

* Rationalization of Elek (toxin) testing in resource-
limited settings.

* Considerations and use-cases for the use of automated
identification systems or molecular methods.

* The importance of antimicrobial susceptibility testing
to guide clinical care & knowledge of emergence of
resistance mechanisms.

2 - 6 December 2024

Hybrid Joint Meeting
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laboratory
manual for the
dia nnms of
diphtheria and
other related
infections

Interim guidance
26 January 2024

Key points

«  Overthe past decade, numbers of significant diphtheria ouibreaks have increased, primarily affecting setlings with low resources

and low vaccine coverage, and with wulnerable and conflictaffected populations.

. idal condions niphlhem'e fing is performed using an intensive case-based surveillance approach; however, this may be
dnlﬁml i stings descaned abovs. Hance, more Getaled guidance s nesded rat oukl o n the pinciles of

\anmsmt rds and provides aboralory systems with the information needed to prioriize and rationalize festing in
aumnlannemlh the epidemiclogical ituation and available resources.

+ The development of testing strategies fo diphiheria outbreak settings must supportthe public health response by characterizing
the sirain (or strains) responsible for the outbreak, and by providing information on those strains to quide public health measures
(inciuding antbiotic trealment), reduce further transmission, and monitor changes in sirain patters or epidemiology.

« Many laboratory tests recommended for diphineria cases rely on the isclation of Carynebaclerium diphiheriae. Hence, corect
sampingof suspactad cases and 35 banspotaion o specmns o th aboraloy o lsing s crcal, o nsur the colecion

and maintenance of viabilty of suffcient Corynebacterium. Resources to support these actvites should be highly prioriized
pﬂrlufm cutbreak response.
« Culture and identiication of C. diphtheriae, fol on of toxin production by Elek testing, remains the gnklsiﬂmhd

of laboratory confimatin for dipfiferia. Hawever memud including automated identfication systems, moleculr lesting an

inan o ulhmaksemg (heﬁlmns\demhmulﬂl hmeﬁisa\dimmmstﬂeammm s required to ensure the best use of

e« Although evidence remains Ilrmed a gramng number of C. diphtheriae isolates with antibiotic resistance have been detected.
Thus, antimicrobial suscepibilty testing is essential, not only to guide the selection of antibiotic treatment but also to contribute to
global understanding o resistance mechanisms in C. diphtheriae.

. M i ofthetechnicl expetse equird for laboralory tesing for diphthria s canceniated n he ratonal reference aboralory.

uring large outbreaks, consideration should be given to the f some testing procedures and the optimization of
hboramn that are in closer proximity to the Epu:enlm of the outbreak

+ Where local resources are absent or insuffcent to support he public health respanse, consideration shouid be given o referring
patient specimens to international expert g of outbreak strains, and to provide
rapid feedback to the referring laboratories.

16
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Laboratory testing for Dengue
Interim Guidance

DENGUE

Builds on previous WHO laboratory guidance GUIDELINES FOR DIAGY  Laboratory testing for Zika virus and dengue
TREATMENT, PREVENTIC virus infections

documents o PAHOG
 Dengue specific 2009 _
e Zika and Dengue 2022

e @) s

Srtanasmon

Technical note
Algorithm for laboratory confirmation of dengue

December 1%, 2023

Executive summary

Tika mmttlllﬂl] and donmuwirugqn[uw mm:n +  Molocular assaysar Dengue Is transmitted through the bite of a mosquite infected with ane of the four serotypes of the dengue
health threats. @ cause method but the per virus (DENV- L DEMNV-2, DENV-3, and DENV-4). DENV infection can affect people of all ages, occurring
4 . ofmicrocephaly snd other cangenital ons and L J or various clinical manifestations that range from a mild fever to a disabling
* PAHO Dengue Technical note and Algorithm o e« B
o - b are at riskof severe disoase farms, ch d mainky by shock due to significant plasma leakage. There is neither specific medicine to
NEW edmon a"‘“fm""m";“w Fpropriawely 21Ey ana DERY prolonged detectiol treat dengue, nor a recommended vaccine in the Region to be P d into national

their utility depend: v hping

2023 (RDTs not recommended in PAHO) S e

pathogens, using labaratory teste. This dacument Testing for antibodi The main vector responsible for transmitting dengue in the Americas is the Aedes oegypti mosquito, and
provides

.

[3 be dane with carefu currently nearly 500 million people in the Region live at risk of contracting dengue. The number of dengue
pablished in 2018 on laborstory testing for ZIKV based on epidemiologic and cases in the Americas has increased in the last four decades, going fram 1.5 million cumulative cases in 1980-
data and experience gathered during and after the Zika +  FOr pregnant wome 1989 to 16.2 million in 2010-2019. The four DENV serotypes circulate throughout the Americas and in some
"[PH"IEE) i ! oo knoisdesand :mb;ﬂbm:: countries they circulate simultaneously. Infection with one seratype followed by another infection with a
o o . - gumn::"hrlm:mlmne n’;m!::”" of samples,evendy different serotype increases a person's risk of developing severe dengue and even dying (1),
U p d ate d d e n g u e-S p e C Ifl C I nte rl l I l I a b O rato ry outcomes of comparative testing strategies, *  For pregnant wome The initial diagnosis of DENV infection is clinical, and adequate suspicion can guide the confirmation protocol.
" base iew of ::;ux::‘m: However, laboratory results should always be analyzed in conjunction with demographic, clinical, and
" o data of IRV for il purposes and not for making clinical decisions in the treatment
t t jithin their i i + IV g testinging of the patient.
esting guidance s e
and good m:‘::{::‘. Laboratory confirmation of dengue infection is based on virological tests (RNA detection by RT-PCR, N51
practices include; antigen detection by ELISA, and In some cases viral isolation) and serological tests (IgM and/or Ig6 detection

ZIKY testing for asy!

* Include diagnostic algorithms - low resource TDR® & g e i SR, o o i s g e it e e o s et

¥ diseases of arboviral and non-arboviral pathogens, using positive and false performed on serum samples collected during the first 5 days after the onset of symptoms (acute phase),

Iaboratory tests. altheugh highly sensitive molecular methodelogies can detect viral RNA for up to 7 days depending on the

S etti n S EHCEESLADS + Laberatory tests performed and of * Onuuwmwuf viremia. Virus isalation is carried out mainly in cell culture or by inoculation of suckling mice and other
results must be guided by the interval between quality, safety and rodents, However, viral Isolation |s not used for lw:lne db;nnils nor is it a mquir!!nem for diagnostic

ymp i and is primarily useful for additional i or reagent prod
o I I d mm d t. m. e ¢ Amyestingforthe On the other hand, serological based on the detection of IgM (or IgG) must be analyzed carefully,
. WHO e ether in r hand, serological assays on Gl n of or mu: anal A
n C u e re CO e n a I O n S O n ge n 0 I C ar plasma routine diagnostic testing far be performed in ap considering the time that antibodies circulate in the blood after an infection (which can be several months
arboviruses, and urine for ZIKY NAAT testing. laboratories by staf fnr IgM antibodies and years for 1gG ), as well as the bility of with other
ehin i jvit lincluding Zika, yellow fever, and others) and nonspecific detection, Thus, a single IgM resultin a

S u rve i I I a n Ce patient only Indicates pessible recent contact with the virus, but this may have occurred up to & months

before. A second paired sample, collected at least one week later, processed in parallel with the first using a
quantitative serological assay (PRNT, for example) that shows a seroconversion or an increase in antibody
titer may be useful to clarify the di is. Because IgG long-lived, the di value of IgG.
measurements in a single sample is limited. For the confirmation of an infection, it is necessary to detect an

! The detection of the NS1 protein using the ELISA technique is nat considered a rapid tost. The detection of NSL by rapid
below,

Laboratory diagnosis of dengue -
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Key Messages

12/16/2024

In primary infections, during the acute phase, following symptom onset

* 0-5days, viral RNA and NS1 antigens are detectable;

* day5+, IgM and IgG are detectable
In secondary infections,

* NS1 detection is reduced due to antigen-antibody complexes, IgM responses are reduced or absent, and IgG rises earlier and dominates.
Serological tests for IgM and IgG are known to be affected by cross-reactivity in areas where multiple orthoflaviviruses are circulating.
The preferred diagnostic tools may vary according to the context, capacity of the national laboratory system and intended use:

o For clinical management of patients, fast and accurate tests such as RT-PCR, NS1 ELISA, or a combination of NS1 and IgM (+/-1gG)
(ELISA or RDTs) are preferred.

o For field investigations for suspected outbreaks, near-patient NAAT, NS1 ELISA, or a combination of NS1 and IgM (RDTs) can be
most efficiently deployed to confirm or exclude DENV as the etiologic pathogen.

o For surveillance, high-throughput, high-sensitivity, and specific methods are preferred; these include RT-PCR and next-
generation sequencing (NGS). IgG/IgM ELISA can be used to monitor areas of transmission.

DENV can be detected in a range of patient samples including whole blood, plasma, serum, and urine samples.

For shipping purposes, dengue diagnostic samples are classified as UN 3373 "Biological Substance Category B," while DENV cultures are
classified as Category A, with UN2184 and proper shipping name “Infectious substance, affecting humans”.
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Thank you for your attention

Slides contribution from various departments and teams within WHO Health
Emergencies Programme

* Philomena Raftery (Department of Country Readiness Strengthening)
« Jamie Rylance (Department of Country Readiness Strengthening)
* Lorenzo Subissi (Department of Epidemic and Pandemic Threat Management)

16/12/2024
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