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1. EBSopadiata EkBeon Embnuiohoyikng Entrpnong Avamveuotikwy Aotpméewy EBSopdda 38/2024 (16 semtepfplov 2024 — 22 sentepfplou 2024). AlaBéowuo oe: https://eody.gov.gr/wp-content/uploads/2024/09/ekthesi-epitirisis-anapneustikon-ion-2024-38.pdf last accessed 10/2024.
2. EBSopadiaio EkBeon Emubdnpohoyikrg Eitipnong Avarveuotikwy Aotuwiewy EBSopddo 38/2023 (18 ZemttepPplov 2023 — 24 Sentepfpiov 2023). Alabzoio oe: https://eody.gov.gr/wp-content/uploads/2023/09/ekthesi-epitirisis-anapneustikon-ion-2023-38.pdf last accessed 10/2024. g
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SARS-CoV-2: évac dtapkwc petaBaAAOHEVOC LOC

Zuxvotnta tTwv yeveahoytwv SARS-CoV-2 e thv ndpodo tou xpovou
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Mpooapuoyr and: Nextstrain: https://nextstrain.org/ncov/gisaid/global/all-time (Accessed: 10/2024)

Currently circulating variants under monitoring (VUMs) (as of 24 September 2024)
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Mpooappoyr and: WHO: Currently circulating variants under monitoring (VUMs) (as of 24 September 2024). Available at: https://www.who.int/activities/tracking-SARS-CoV-2-variants , Accessed: October 2024
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CDC: COVID-19 Variant Update?

Weighted and Nowcast Estimates in United States for 2-Week Periods in Nowecast Estimates in United States
6/9/2024 - 9/28/2024 for 9/15/2024 - 9/28/2024

@ Howver over (or tap in mobile} any lineage of interest to see the amount of uncertainty in that lineage's estimate.
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Mpoooappoyn ano: CDC: COVID-19 Variant Update. Available at: https://www.idsociety.org/covid-19-real-time-learning-network/diagnostics/covid-19-variant-update/#/+/0/publishedDate_na_dt/desc/ Accessed October 2024,
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2023: H vooog COVID-19 napapével avapeoa otic 10 kUpLeg autiec Oavatou
TTOYKOOMLWG

Leading underlying causes of death* — National Vital Statistics System, United States, 20231

FIGURE 2. Leading underlying causes of death* — National Vital Statistics System, United States, 2023
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* Mational Vital Statistics System provisional data for 2023 are incomplete. These data exclude deaths that occurred in the United States among residents of U.S.
territories and foreign countries.

The leading causes of death in 2023 were heart disease, cancer, and unintentional injury. COVID-19, the
fourth leading cause of death in 2022 became the 10th leading cause in 20232,

Ahmad FB, Cisewski JA, Anderson RN. Mortality in the United States - Provisional Data, 2023. MMWR Morb Mortal Wkly Rep. 2024 Aug 8;73(31):677-681. doi: 10.15585/mmwr.mm7331al.



EAAada: NoonAsvopevor acBeveic COVID-19 katd tnv

nePLodo emkpatnong twv AéAta kat Opikpov ntapaAAoywv

Avadpoikn TIOAUKEVTPLKN HeEAETN apatnpnong oc acBbeveic pe COVID-19 amnd 6 kKAwikég COVID-19, amno 4 dwadopetika voookopeia tng EAAadag (NoéuBplog 2021 éwg lovviog 2022). 3tn
HEAETN ouunepAndOnkav 0Aot oL voonAeuopevol acBeveig pe COVID-19 kal xwpiotnkav oe U0 opadeg avaloya pe Tnv mepiodo katd tnv omola voonoav (emikpatnon mapaliayng AEATa Kot
Outkpov avtiotolya). ZUVOALKA 0T HEAETN cupmepAndOnkav 979 aoBeveig (433 AéAta, 546 Opkpov).

* JTnv epiodo emikpatnong tng Opkpov mapaAlayng, oL acBeveic Atav
peyaAUtepng nAkiag os cuykplon He autn tng AéAta [uéon nAwia (IQR) 70 (55, 83),

€vavtL 65 (51, 77) p < 0.001] p <0.001) ko pe peyaAUTEPO OPLOO GUVVOCHPOTATWV.

e 3TNV opada tng mapaAlayng AéAta mapatnpnOnkav MEPLOCOTEPEG NUEPES
voonAeiag oe ouykplon pe tnv Outkpov [8 (6, 13) évavtl 7 (5, 12) nuépeg, p = 0.001].

e Aev mapatnPNONKE OTATIOTIKA oNUAVTIKN Stadopd peTald Twv Suo opddwy:
> ZT0L M0o0oTAa Ovntotntog

[meplodocg emikpdatnong tng Opkpov: 15.6% (85/546),

niepiodog emkpatnong tng AéAta: 12.5% (54/433) (p=0.168)].

> ZT0L MOO0OTA VoonAswwv otn MEO

[meplodog emikpdtnong tng Ouikpov: 5.1%,

neplodog emkpatnong tng AéAta: 6.5% (p = 0.37)].

Ta anoteAéopata TG HEAETNG Ba pmopouaoav va eEnynBolv amo 1o yeyovog OTL mapoAo mou n mapaliayn AéAta ¢aivetal va mpokalel mo coPapr) voonon, ol acBeveic katd tn nepiodo
emkpatnong tn¢ mapaAiayns Opwkpov ATav HeyaAutepng NAKIAG, e HEYAAUTEPO apLlOUO cuvvoonpPoTNTWVY, ERPAVIOAV TEPLOCOTEPEC EMLITAOKEG KATA TN VOONAELQ TOUG KOl CUVETIWG Ol

TOavotnteg BavaTou NTav AUENUEVEG

ZuvvoonpoTnTeg TV ac@eVV Nou CUMHETEIXav oTn HeAETN

ZuvvoonpoTnTEg Zuvole AgATa 'Opikpov p-Value
(n=979) (n=433) (n=546)

AlaBATne 206 (21%) 79(18.2%) 127(23.3%) 0.056

Xpovia Ano@pakTIKn 99 (10.1%) 37 (8.5%) 62(11.4%) 0.147

MveupovondBeia

AcBua 59 (6%) 25 (5.8%) 34 (6.2%) 0.767

I18ionaBbrc 13 (1.3%) 2(0.5%) 11(2%) 0.035

Mveupovikn Tvwon

Avoia 138 (14.1%) 46 (10.6%) 22(16.8%) 0.005

Kapkivoc 88(9%) 30(6.9%) 58(10.6%) 0.181

Kapdiayysiakf Noécoc | 572(58.4%) | 233 (53.8%) 339(62.1%) 0.009

Nooog 37 (3.8%) 10(2.3%) 27 (4.9%) 0.032

ZuvdeTikoU loTou

Xpovia 52 (5.3%) 16(3.7%) 36 (6.6%) 0.045

Newppik Noooc

AvoooKaTAoTaATIKEG 76 (7.8%) 22(5.1%) 54 (9.9%) 0.005

©spansisg

Charlson Comorbidity 3(1,5) 3(0,5) 4(1,6) <0.001

Index (median,|QR)

Karageorgou V, et al. J Clin Med. 2023 Sep 11;12(18):5904.




O kivéuvoc Bavatov oe acBeveic mov voonAgutnkav yia COVID-19 Atav peyaAUTEPOG Ao TovV
kivbuvo Bavatou og aocBeveic mov voonAsltnkav yLa EMOXLKA ypinn
(OktwPpioc 2023 — Maptiog 2024)

Database: US Department of Veterans Affairs electronic health records from all 50 states

Table 2. Risk of Death in People Hospitalized for COVID-19 Compared With Seasonal Influenza and in Those Hospitalized for COVID-19
Before vs During the JN.1-Predominant Era

Death rate at 30 d, % (95% Cl)

Unadjusted Adjusted? Adjusted hazard ratio (95% CI)®
Hospitalized for COVID-19 compared with hospitalized for seasonal influenza
COVID-19 5.70 (5.20-6.19) 5.70 (5.20-6.19) 1.35(1.10-1.66)
Seasonal influenza 3.04(2.40-3.79) 4.24 (3.47-5.01)
Hospitalized for COVID-19 before compared with during JN.1-predominant era®
Before JN.1-predominant era 5.77 (5.05-6.48) 5.46 (4.76-6.16) 1.07 (0.89-1.28)
During JN.1-predominant era 5.64(4.95-6.33) 5.82 (5.12-6.51)

@ Model adjusting through inverse probability weights where the overall number of medications received, number of Medicare outpatient visits and
COVID-19 group is the target population. Variables adjusted for included age, hospital admissions within 1 year before beginning of follow-up, hospital bed
self-reported race, sex, Area Deprivation Index, smoking, use of long-term capacity, and hospital bed occupancy at the participants’ health care facility
care, BMI, eGFR, systolic and diastolic blood pressure, COVID-19 vaccination within the week of the admission. The calendar date of the admission was
status, influenza vaccination status, cancer, cardiovascular disease, chronic additionally adjusted for in COVID-19 vs seasonal influenza.

lung disease, coronary artery disease, dementia, diabetes, hyperlipidemia,
HIV, immune dysfunction, liver diseases, peripheral artery diseases, number of
outpatient visits and hospital admissions, number of blood panel tests,

® JN.1-predominant era defined as beginning on December 24, 2023.

*Study limitations include that the Veterans Affairs population (older age and predominantly male)may not represent the general population and causes of
death were not examined.

Xie Y, Choi T, Al-Aly Z. Mortality in Patients Hospitalized for COVID-19 vs Influenza in Fall-Winter 2023-2024. JAMA. 2024 Jun 11;331(22):1963-1965



o COVID-19 — KAwwkn mopelo & Mapayovtec
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COVID-19 - KAwikn mopetla &
[Tapayovtec KlvOUvou

Age as major risk factor

e
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Asymptomatic... and mild disease (81%) Critical and deceased (5%)
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* Acute cardiac injury
* Multi-organ failure
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COVID-19 Death Risk Ratio (RR) for
Select Age Groups and Comorbid Conditions

40-49 Years

50-64 Years

65-74 Years

S8 Age Groups SEES

75-84 Years

IST—— 85+ Years

---------------------------------------- Obesity

Diabetes with Complication

Chronic Kidney Disease

Chronic Obstructive Pulmonary
Disease and Bronchiectasis

Neurocognitive Disorders

Coronary Atherosclerosis and

...................... Other Heart Disease

----18-39Years :

Mpocappoyn amno: https://www.cdc.gov/coronavirus/2019-

ncov/hcp/clinical-care/underlyingconditions.html



LO n g_ C OVI d ApErOXimately mentzﬂelrggllﬁlgl%zggions*
Post-COVID-19 condition 1in 5 adults

ages 18+ have a
health condition
that might be related to

Kidney failure

their previous COVID-19 Musculoskeletal
iliness, such as: conditions
A clinical case definition of post COVID-19

condition by a Delphi consensus Talk to your health care provider
if you have symptoms after COVID-19

World Health 2 bit.ly/MMWR7121
6 October 2021 i@‘ Organization HAY 24,2022

Post COVID-19 condition occurs in individuals with a history of probable or confirmed
SARS-CoV-2 infection, usually 3 months from the onset of COVID-19 with symptoms
that last for at least 2 months and cannot be explained by an alternative diagnosis.
Common symptoms include fatigue, shortness of breath, cognitive dysfunction but also
others (see Table 3 and Annex 2) which generally have an impact on everyday
functioning. Symptoms may be new onset, following initial recovery from an acute COVID-
19 episode, or persist from the initial illness. Symptoms may also fluctuate or relapse over
time. A separate definition may be applicable for children.

https://www.who.int/teams/health-care-readiness/post-covid-19-condition
https://www.cdc.gov/mmwr/volumes/71/wr/mm7121el.htm

Cardiovascular
conditions

Respiratory
conditions

Blood clots
and vascular issues

* Adults aged 85 and older at increased risk
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Certain risk factors elevate a person’s risk of progression to severe COVID-191-3

— Certain medical conditions?

=g Dementia or other neurological conditions?

meeed  Chronic lung disease?

el Chronic liver disease?

Chronic kidney disease?

Cardiovascular Disease?

Diabetes?

Cancer?

Immunocompromised condition or weakened immune system?

Mental health conditions?

Obesity, BMI 225 kg/m? 2

People with Certain _Medical Conditions | CDC
https://www.cdc.gov/coronavirus/2019-ncov/hcp/clinical-care/underlyingconditions.html Clinical features and sequelae (europa.eu).
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COVID-19: NMpoAnyn kat Oeparmela

Vaccines: primary series and booster doses

COVID-1s Mild or asymptomatic disease & Risk factors Antivirals
for progression to severe disease Monoclonal antibodies (?)
oIS Severe disease - Hospitalized patients | A”t'V'rj'SI :
i - mmunhomodulator
requiring O2 y
agents

NIH COVID-19 Treatment Guidelines
WHO living guideline, 13 January 2023



COVID-19 — OeparmeuTIKEC TIPOOEYYLOELC

» Antivirals > Immunomodulatory agents
» Nirmatrelvir/ritonavir (per os, » Corticosteroids
outpatient, inpatient) > Anti-IL6 Receptor (Tocilizumab,
> Remdesivir (IV, , inpatient, outpatient) Sarilumab)

> Monoclonal antibodies » Anti-IL1 Receptor (Anakinra)

> None effective available at this time » Baricitinib (Ruxolitinib, Tofacitinib)

NIH COVID-19 Treatment Guidelines
WHO living guideline, 13 January 2023

Mo OAa Ta pOapPUOKEUTLKA TTtpoiovTa mou avadEépovtal mapakaAeioBe va cupBouleveocBe/cuppouleuteite TIg eykekpLlpuéveg MepAQPELG XapaKTNPLOTIKWY TwV Mpoldviwy.
NippatpeABipn/ptovaBipn, Nepiindn Xapaktnplotikwy Mpotdvrog 08/2024



Drugs approved for COVID-19 therapy and their targets

SARS-CoV-2

[ Tixagevimab/Cilgavimab |
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Nat Rev Immunol 21, 382—-393. 2021
Esposito R. et al., Biomedicines 2022, 10, 2815.

Mo OAa to dapUaKeUTIKA poiovta mou avadépovral mapakaleiofe va cupBouleleoBe/oupBouleuTeite TIC eykekpLUEVEC MepAAPELS XapaKTNPLOTIKWY TwV Mpoidviwy.
NippatpeABipn/pirovaBipn, NepiAndn Xapaktnplotikwv MNpoidvtog 08/2024



COVID-19 — AvTLl-UKQ

* Remdesivir (RDV)
* Nucleotide prodrug that inhibits viral RNA-dependent RNA polymerase (RdRp) with broad spectrum
antiviral activity observed in vitro against member of several viral families including filoviruses (e.g. Ebola)

and coronaviruses (e.g. SARS-CoV, MERS-CoV, SARS-CoV-2).

* Nirmatrelvir/ritonavir
* Nirmatrelvir is a peptidomimetic inhibitor of the SARS-CoV-2 Mpro, which is also referred to as 3C-like
protease (3CLpro) or nsp5 protease. It binds directly and inhibitis the SARS-CoV-2 Mpro active site and thus
prevents the processing of polyprotein precursors, that are critical for viral replication.
» Ritonavir, an HIV-1 protease inhibitor that lacks activity against SARS-CoV-2 Mpro; ritonavir inhibits the
CYP3A4-mediated metabolism of nirmatrelvir, resulting in increased plasma concentrations of nirmatrelvir.

Warren TK, et al. Nature 2016;531(7594):381-385; Chesnokov EP, et al. J Biol Chem. 2020,,UlIrich S, Nitsche C. 2020.. Bioorg Med ChemLett; Wahl A,et al., . Nature 591:451-457,
https://www.ema.europa.eu/en/medicines/human/summaries-opinion/lagevrio

Mo OAa Ta pOapPUOKEUTLKA TTtpoiovTa mou avadEépovtal mapakaAeioBe va cupBouleveocBe/cuppouleuteite TIg eykekpLlpuéveg MepAQPELG XapaKTNPLOTIKWY TwV Mpoldviwy.
NippatpeABipn/ptovaBipn, Nepiindn Xapaktnplotikwy Mpotdvrog 08/2024



o COVID-19 — Avtiuetwrilon otnv Kowotnta



OepAMEUTIKOC OAYOpPLOLOG
gvnAikwv MH
VOONAEVOUEVWYV alcOevwV
tn¢ EAANVIKAC ETaupeiog
NoLlpwEewv
(Ava®swpnon 25/2/2024)

INUAVTIKEC AAANAETULOPAOELC
GFR <30cc/min

2oBapotnta Nocov

E&w-voookousiokog achevig pe
N0 TPOG HETPLOL VOGO
(xopeopog o&uyovov >94% ce
aépa dmpatiov), mov dev Exet
napayoviec kivovvou (BA.
Hapaptnpa 1)y coPopn

vooo!

E&m-vocokopeiakog acbevig pe
N TPOG HETPLAL VOGO
(xopeopog o&uyovov >94% ce
aépa dMUATION), TOL EXEL
mapayovteg kivdvvov (BA.

HMapaptnpa 1) yo coPopn
v660!

e ——

Oepamevting mapépPaon™

Agv yopnyeitat £101KT QOPUAKEVTIKY] OY®YN

O acBevnig mapakorovbel v Bepprokpacio Tov Kot TOV KOPEGUO 0EVYOVOL LE
0&VUETPO TOVAAYIGTOV dVO POPEG TNV NUEPQL.

[Ipoteivetar kaAn evodaTmOOT), AP AVIUTVPETIKMOV Kol KAIVOGTATIGHOG

LEYPL TNV AP VITOYDPTOT) TOV TVPETOD.

Eni evdeileov

Xopnyovvtot aviiBloTikd? eni KAMVIK®OV, OTEKOVICTIK®V 1 EPYOCTNPLOKOV
evOel&e®V GLALOIL®ENG te PakTnplokT) TVELHOVIO, COLPOVA LE TIG 0dNYiEg
™ EAAnvikng Etaupeioc AondEewmv yia TV TVELHOVIO THE KOWVOTNTOC

O acbevng mapakorovbei v Beppokpacia Tov Kot Tov Kopeopd 0&pydvov pe
0&VUETPO TOVAAYIGTOV dVO POPEG TNV NUEPQL.

[Ipoteivetar kaAr evodaTm®OT), AW AVIUTVPETIKMOV Kol KAIVOGTATIGHOG

LEYPL TV TAPT] VIO D PTG TOV TVPETOD.

Eni evdcilewv

Xopnyolvtor avtiProtikd? ent KAMVIKOV, OTEIKOVIGTIKMOV 1| EPYOCTNPLOKOV
evoelfe®v cLALOIL®ENG te PakTnplokT) TVELHOVIO, COLPOVA LE TIG 0dNYiEg
¢ EAAnvikng Etaupeiog Aopdéemv yio Ty Tvevpovia e Kowvotntog

Mpdwn Oepancia yia Ty amo@uyn ™S Tpoddov ot sofapt] voco®
Yrapyovv o1 mapokarm emiloyéc (yio potepaiomoinon BA. Hapdptnue 3)
1. NippatpeiBipn / PrrovaBipn? ond tov 6top0tog 1o 5 nuépeg

2. Pepdecrifipn® svéopriPia yia 3 nuépeg

Source: OpamMeUTIKOG AAYOPLOUOC eVAAKWY Hn-voonAevopevwy acBevwy pe COVID-19 (AvaBswpnon 25/2/2024).
AwaBéopo og: https://www.loimoxeis.gr/ . Teheutaio mpdoBaon: 10/2024.

Mo OAa to dapUaKeUTIKA poiovta mou avadépovral mapakaleiofe va cupBouleleoBe/oupBouleuTeite TIC eykekpLUEVEC MepAAPELS XapaKTNPLOTIKWY TwV Mpoidviwy.
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A Outcomes According to Time Since Onset of Covid-19 Symptoms
Treated <3 Days after Onset of Symptoms Treated <5 Days after Onset of Symptoms
e NEW ENGLAND
Nirmatrelvir+ritonavir Placebo Nirmatrelvir+ritonavir Placebo
(N=697) (N=682) (N=1039) (N=1046)
OURNAL o« MEDICINE Pt it et 6 som  wes som e
Hospitalization for Covid-19 5 (0.72) 44 (6.45) 8 (0.77) 65 (6.21)
Death from any cause 0 9(1.32) 0 12 (1.15)
Average time at risk for event — days 27.29 26.19 27.05 25.97
ESTABLISHED IN 1812 APRIL 14, 2022 VOL. 386 NO. 15 Average follow-up — days 27.45 27.25 27.20 27.05
Estimated percentage with event (95% Cl) — % 0.72 (0.30to 1.73)  6.53 (4.90 to 8.68) 0.78 (0.39to 1.56)  6.40 (5.06 to 8.08)
. 0 s = 3 @ Difference (+SE) from placebo — percentage points -5.81+1.01 -5.62+0.81
Oral Nirmatrelvir for High-Risk, Nonhospitalized Adults 95%Clof iference 27810 334 72110403
<0 <0.!

with Covid-19

Jennifer Hammond, Ph.D., Heidi Leister-Tebbe, B.S.N., Annie Gardner, M.P.H., M.S.P.T., Paula Abreu, Ph.D.,

B Covid-19-Related Hospitalization or Death from Any Cause through Day 28 among Patients Treated <5 Days after Symptom Onset
100+

Weihang Bao, Ph.D., Wayne Wisemandle, M.A., MaryLynn Baniecki, Ph.D., Victoria M. Hendrick, B.Sc., 50, 10 — Nirmatrelvir+ritonavir (N=1039; 8 events) ~—— Placebo (N=1046; 66 events)
Bharat Damle, Ph.D., Abraham Simén-Campos, M.D., Rienk Pypstra, M.D., and James M. Rusnak, M.D., Ph.D., 2:
for the EPIC-HR Investigators* g M 7] Placebo
g 77 e
g 60 5
E 504 4 Nirmatrelvir+ritonavir vs. placebo: Difference, -5.62% (95% Cl, -7.21 to -4.03)
2wl 13 P<0.001
= 24
. . H . = Nirmatrelvir+ritonavir
o Symptomatic Covid-19 within 3 g i I — S —
. 92 Ty 2 4 6 8 10 12 14 16 18 20 2 2 26 28
104
days of disease onset :
. . . . o 2 4 & 8 10 12 14 16 18 20 2 24 26 28
o Nirmatrelvir plus ritonavir

No. at Risk

(n=1120) vs placebo (n=1126) L R E R TR E D E R e B R
o July to December 2021

C Subgroup Analysis

Subgroup Nirmatrelvir+Ritonavir  Placebo Difference from Placebo (95% Cl)
no. of events/total no. percentage points
o . o Overall 8/1039 66/1046 -5.62 (-7.21 to -4.03)
Time since symptom onset
o 89% lower risk of progression to T e — - ——
>3 days 3/342 22/364 —— -5.23 (-7.91 to -2.55)
. Age
severe COVld-lg <65 yr 7/908 46/909 435 (-5.91 to -2.79)
65 yr 1131 20137 —_— -13.93 (-20.07 to -7.80)
Sex
Male 4/520 41/540 ——t -6.93 (-9.32 to -4.53)
Female 4/519 25/506 -4.23 (-6.29 to -2.17)
Body-mass index
. . 25 1/209 9/207 -3.88 (-6.83 to -0.94)
®) Wlthout eVldent Safety concerns 25 to <30 3/458 28/466 —— 5.44 (775 to -3.13)
. =30 4/371 29/373 [ | -6.85 (-9.82 to -3.87)
Diabetes mellitus
Yes 2/125 9127 —_— -5.51 (-1051 to -0.52)
No 6/913 57/919 —— -5.63 (730 to -3.96)
Baseline SARS-CoV-2 serology status
Negative 7/487 58/505 b -10.25 (-13.28 to -7.21)
Positive 1/540 8/528 ~1.34 (-2.45 to -0.23)
Received or expected to receive Covid-19
monoclonal antibody treatment
Yes 1/70 2/69 -1.51 (-6.40 to 3.37)
No 8/1039 66/1046 -5.62 (-7.21 to -4.03)
T T T T T
-24 -20 -16 -12 -8
Mo 0Aa ta pappakeuTikd npoidvta mou avadépovrat napakaleiobe va cupBoulelecBe/cuppouleuteite Tig eyKeKpLUEVEG MeEPARPELG XOPAKTNPLOTIKWY TWV Mpoidviwy. Hammond _j.’ Et a/., NEJM 2022
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1004
Real-world use of nirmatrelvir-ritonavir in outpatients with N
COVID-19 during the era of omicron variants including BA.4 g
and BA.5 in Colorado, USA: a retrospective cohort study
£ 40
Neil R Aggarwal*, Kyle C Molina*, Laurel E Beaty, Tellen D Bennett, Nichole E Carlson, David A Mayer, Jennifer L Peers, Seth Russell, -
Matthew K Wynia, Adit A Ginde 1
o7 Untreated Treated with '
nirmatrelvir-ritonavir
0.044 — Treated with nirmatrelvir-ritonavir B No oxygen
= UntreatEd g ti?a:‘;z':i:;)}g:\:v nasal cannula or non-invasive ventilation
Log-rank p=000048 = :;:;3[1\1(- mechanical ventilation
Figure 2: Severity of all-cause hospitalisation to day 28
B
_EN° L | IVir-ritonavir  Premcion Adjusted OR
% 0.02 (n=9361) (n=7168) (95% Cl)
L; Age, years
g <65 71/7406 (1:0%) 32/4870 (0-7%) —_— 053 (0-34-0-80)
] 265 64/1955 (33%) 29/2298 (13%) 025 —_—— 037 (0-23-057)

Binary immunocompromised status

No 84/7901 (11%)  34/5400 (0-6%) — 0-46 (0:31-0-69)
Yes 51/1460 (3:5%)  27/1768 (15%) 080 —_—— 0-43 (0-27-0-69)
Immunocompromised status
0 No 84/7901 (11%)  34/5400 (0-6%) e 0-47 (0:31-0-69)

0 4 3 P 16 20 2 28 Mild 18/724(25%)  11/923 (12%) 10 047 (0:22-1:00)
Moderate or severe 33736 (45%)  16/845 (19%) 074 _— 041(022-076)
) Time since positive SARS-CoV-2 test (days) Obesity status
Number at risk No 80/7568 (12%) 35/5244 (07%) —e—— 0.44/(029-0.65)
Treated with nirmatrelvir-ritonavir 7168 7157 7153 7143 7133 7126 7115 7106 Yes 46/1793 (26%)  26/1924 (1-4%) 086 @ 047 (029-077)
Untreated 9361 9299 9277 9268 9252 9240 9230 9222 ot of soierbid Gonditios

0-1 46/7430 (0-6%)  23/4982 (0-5%) 0-68 (0-41-1-12)
Figure 1: Cumulative incidence plots for all-cause hospitalisation to day 28 by treatment status =2 o Ba1933(46%). 3H186(170) 0060 —— 902509

Binary number of vaccinations
0-2 81/3966 (2:0%) 33/2814 (1-2%) —_— 0-44 (0-29-0-66)
23 54/5395 (1-0%)  28/4354 (0-6%) 084 —_— 0-47 (0-29-074)

. Three-level number of vaccinations
o BA.2,BA2.12.1, BA.4, and BA.5 omicron surge 0 —— 046027077
12 311930 (16%) 12/1354 (0-9%) 074 040 (020-079)
=3 54/5395 (10%)  28/4354 (0-6%) 099 — e 047(029-074)
Omicron subvariant

Before BA.4 and BA.5 54/4488 (1-2%) 23/3090 (0-7%) — e 0-48 (0-28-0-78)

o Nirmatrelvir-ritonavir treatment was associated with o e e b i,
reduced 28-day all-cause hospitalisation, all-cause L
mortality’ and visits to the emergency depa rtment. Figure 3: Forest plot for subgroup analysis of outpatients infected with omicron

Aggarwal NR et al., Lancet Infectious Diseases 2023
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H vippatpeABipn/ pttovaBipn peiwoe tn faputnta Ko T SLAPKELD TWV CUMTTTWHATWY IOV
oxetilovrtat pe tTnv COVID-19 o€ acBeveic uPpnAov Kivéuvou

Méoog xpovog yia napaTteTapévn Ugpeon (a) R anodpopn (B) npokaBopiopévewv cupnTwpdaTtwy TG COVID-19 £wg Tnv npépa 28 (MAnBuopog mITT1)

@ 30 - [ ] Nl'::t‘r‘z:fggr‘:n/ EIxovIKG @appaxo
H \’/Lpuatps)\BLpn/’ erov'aBLpn ’ L
UelwOoe ONUAVTLKA TO MECO XPOVO s : )
yla thv tapatetapévn Odeon g -

- - - = 13 13 13 13
(sustained alleviation) ko § 01 " " = =
anodpopn (resolution) Twv : I
I 14 g
TIPOKABOPLOUEVWV CUUMTWUATWY N
E’wq Tnv Oh'.(qu Hma Métpiarjoofapa =3 nuépeg =3 nuépec ApvnTikr (=53] =7 4-=7 <4 Appev Bk =60 ém =60 £t
, ;::T::r:::ll'a BapiTnTa TWV CUpmTWpdaTwy Xpdvog amd nv évapln Avoogohoyiki kardotaon Eninzbo ukol poptiow RNA, log, | avriypapa/mL @oho Hhkia
r] uepa 28: TWV CUNTTR AT WY
= H B 30 W Moueion/ W Eomo pdppo

* 2 nUéPEG vwpitepa (13 vs 15 5
nuépec; P<0.0001) yia Z
TLOLPALTETOLUEVN UPEDN KOl $=1 = - . . - )

% 16 15 7 I
* 3 NUéEpPEG vwpitepa (16 vs 19 ™ i
nuepeg; P=0.0004) yia anodpoun H
OUYKPLTIKA LE TO ELKOVLKO GAPUAKO g

=

’ ‘Oha Ta Hma Métpiafjoofapa =3 nuépeg =3 nuépee ApvnTikr Semkr =7 4-<7 <4 Appev Bk =60 £Tn =60 &tn
oilll:li(z::ll'a BaplTnTa TV CUMMTTWRETWY Xpdvog amd tnv Evapln Avocoloyikr KaTdoTao Enimedo ukol goptiov RNA, log |, avriypagpa/mL ®dko Hhukia

TWV CUPATWRATWY
MeAétn EPIC-HR: acBeveig mou éAapav Bspansia evtog 5 NUEPWV AN THV EVOPEN TWV CUMMTTWHATWY
MANBuouog avaluong mITTL: GAot oL CUMUETEXOVTEG TToU EAafav Bepareia, pe Evapén CUUMTWHATWY < 5 NUEPEG, OL oTtoioL KATd tnv évapén Sev éhapayv, oUte avapevotav va AdBouv aywyn pe Bepameutikd LOVOKAWVIKO avtiowua yia tnv COVID-19.
Heidi Leister-Tebbe, et al. Nirmatrelvir/Ritonavir Reduces Duration of COVID-19 Symptoms Across Subgroups of High-Risk Patients Poster presented at the Conference on Retroviruses and Opportunistic Infections; March 3—-6, 2024; Denver, CO, USA
Ma 6Aa ta papuakeuTKE Tpoldvta mou avadépovrtal mapakaleioBe va cupBouletecbe/cupBouleuteite Tig eykekpLUéveg Mep A el XapaKTNpLOTLKWVY Twv Mpoidvtwy.
NippatpeABipn/pttovaBipn, MepiAnn Xapaktnplotikwv MNpotdvtog 08/2024



The Journal of Infectious Diseases & h
(o3 |vmu
MAJOR ARTICLE :%’.IDSA America  hymedieme ossoomnen  CRSRCL)

Real-world Effectiveness of Molnupiravir and
Nirmatrelvir/Ritonavir as Treatments for COVID-19
in Patients at High Risk

Dimitrios Paraskevis, "> Maria Gkova,” Kassiani Mellou,” Gerasimos Geraly 2 Naya Psalida,” Kassiani Gkolfi lou,? Evangelia-Georgia Kostaki,’
Stylianos Loukid 3A ia Ki idou,’ Ath ios Skoutelis,’ Eleftherios Thiraios,® G gios Sarogl .7 Dimitrios Z f o
Dimitrios Filippou,®'® Elias Mossialos, "> Theoklis Zaoutis,>'* Mina Gaga," Sofirios Tsiodras>'>* and A toniadou'>*

"Department of Hygiene, Epidemiology, and Medical Statistics, Medical School, National and Kapodistrian University of Athens; “National Public Health Organization; “Second Respiratory
Medicine Department, "Attikon” University Hospital, Medical School, National and Kapodistrian University of Athens; “First Department of Critical Care Medicine and Pulmonary Services,
Evaggelismos Hospital, Medical School, National and Kapodistrian University of Athens; *Second Department of Medicine and Infectious Diseases, HYGEIA Hospital, Marousi; “National Agency for
Quality Assurance in Health, Athens; ’Department of Interal Medicine, Metropolitan Hospital; *Greek Ministry of Health; Department of Anatomy and Surgical Anatomy, Medical School, National
and Kapodistrian University of Athens; '°National Organization for Medicines, Athens, Greece; ''Department of Health Policy, London School of Economics and Political Science; Institute of
Global Health Innovation, Imperial Callege London, United Kingdom; "Infectious Diseases Unit, Second Department of Pediatrics, “P. and A. Kyriakou™ Children’s Hospital, National and
Kapodistrian University of Athens; '*Seventh Respiratory Medicine Department, General Hospital for Chest Diseases of Athens "SOTIRIA,”; and Skourth Department of Internal Medicine, National
and Kapodistrian University of Athens, Attikon Hospital, Athens, Greece

Study design: Aretrospective cohort study design. 13.861 Period: Nirmatrelvir/ritonavir; between 26 March 2022
eligible recipients of nirmatrelvir/ritonavir who were 265 years and 20 July 2022

old and registered in a public database in Greece

Objective: to evaluate the effectiveness of molnupiravir and nirmatrelvir/ritonavir in patients with SARS-CoV-2 who were highly vulnerable
Population: non-hospitalized patients 265 years, infected with SARS-CoV-2 who were at high risk of developing severe disease
Methods:The impact of each drug was determined via comparisons with age-matched control groups of patients positive for SARS-CoV-2

who did not receive oral antiviral therapy

Paraskevis D, et al. J Infect Dis. 2023 Aug 11:jiad324. doi: 10.1093/infdis/jiad324. Epub ahead of print. PMID: 37565522.
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Baseline Characteristics

Table 1. Characteristics of the Study Population

} o ) Table 2. Comorbidities and Treatment Adherence
Nirmatrelvir/Ritonavir

Recipients Nonrecipients . i
Nirmatrelvir/
No. % No. % Ritonavir

Outcome Recipients
No hospitalization, clinical deterioration, or COVID-19-associated deaths 13462 97.12 12728 91.83 No. %
Hospitalization without ICU admission, clinical deterioration, or death 297 2.14 857 6.18
ICU admission or clinical deterioration 14 0.10 17 0.12 Comorbidity
COVID-19-associated death 88 0.63 259 1.87 Obesity: BMI>35 kg/m® 2250 16.23
Hospitalization, ICU admission, clinical deterioration, or death 399 2.88 1133 8.17 [ Cardiovascular disease 9668 69.75]
Vaccma_tion status Moderate-severe immunosuppression 1209 8.72
U_Waccmated 1312 9.5 2074 150 Type 2 diabetes mellitus 3827 27.61
Single dose 53 0.4 37 0.3 -
Two doses: before index SARS-CoV-2 infection Chr?mc disease

<6mo 458 3.3 657 47 Liver 51 037

>6mo 294 2.1 412 3.0 Kidney 598 4.31
First booster: before index SARS-CoV-2 infection Lung 1046 7.55

s6mo 3633 255 3746 270 Treatment adherence: No. of pills missed

>6 mo 5906 42.6 5681 41.0 None 2626 19.0
Second booster 2305 16.6 1255 9.1 05 308 99
Gender
Male 6671  48.1 6462 4656 >b1012 141 1.0
Female 7190 519 7399 534 >12 but not all 17 0.8
Age,y All 309 2.2
6569 2775 20.0 2775 20.0 Unknown 10360 747
70-74 2958 213 2958 213 Abbreviation: BMI, body mass index.
75-79 2930 21.1 2930 211
280 2198 975 5196 575 Modified from Table 2

Abbreviation: ICU, intensive care unit.

Modified from Table 1

Paraskevis D, et al. J Infect Dis. 2023 Aug 11:jiad324. doi: 10.1093/infdis/jiad324. Epub ahead of print. PMID: 37565522.
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Outcome: effectiveness of Nitmatrelvir/Ritonavir Treatment

Table 4. Multivariable Logistic Regression Analysis to Determine the Table 4. Multivariable Logistic Regression Analysis to Determine the

Effectiveness of Nirmatrelvir/Ritonavir Treatment Effectiveness of Nirmairelvir/Ritonavir Treatment
Odds P | Odds P
Explanatory Variable Ratio 95% Cl  Value Explanatory Variable datio 9% Gl Walue
a
Model 1 Model 25
Treatment Treatment
Monrecipients 1.00 s Monrecipients 1.00
[ Mirmatrelvir/ritonavir recipients 0.21 27-36 {.U'D'l] [ Mirmatrelvir/ritonavir recipients 0.28 .22-36 <.D{]I'I]
Age, per year 1.09 1.09-1.10 <.001 .&ge,.peryear 1.6 TI-1.T8 <001
Previous COVID-19 v -
N . SARS-CoV-2 infecti 100 ) Mo previous SARS-CoV-2 infection 1.00
0 previous Ov-2 mechon : Previous SARS-CoV-2 infection 032  14-64 _{]DE]
| Previous SARS-CoV-2 infection 055  37-80  .003] Vs e
Vaccination status Unvaccinated 1.00
Unvaccinated 1.00 ("Vaccination: 2,3, or 4 doses <6 mo 0.42 .32-kb <.001
Vaccination: 2, 3, or 4 doses <6 mo 053  44-63 <001 fffc’r_e '”_de"i%“:f:'z '”fe“‘;“““ e rmar oo
- - - accination: £, &, or 0sas >b mo . e <.
before index SARS-CoV-Z infection  befora index SARS-CoV-2 infection
Vaccination: 2, 3, or 4 doses =6 mo 0.49 A1-549 <001

Abbreviation: ICU, intensie care unit.

before index SARS-CoV-2 infection

*Model 1: hospitalization without [CU admission, clinical detenoration, or death vs no
hospitalization, ICU admission, clinical detenoration, or death.

EModel 2; death with or without ICU admission or clinical deterioration vs no hospitalization,
ICU adrnission, clinical deterioration, or death.

Paraskevis D, et al. J Infect Dis. 2023 Aug 11:jiad324. doi: 10.1093/infdis/jiad324. Epub ahead of print. PMID: 37565522.
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Article
The Antiviral Effect of Nirmatrelvir/Ritonavir during
COVID-19 Pandemic Real-World Data

Vasilios Petrakis 1*, Petros Rafailidis !, Grigorios Trypsianis 2, Dimitrios Papazoglou 1
and Periklis Panagopoulos !

Department of Infectious Diseases, 2nd University Department of Internal Medicine, University General
Hospital Alexandroupolis, Democritus University Thrace, 68132 Alexandroupolis, Greece;
ppanago@med.duth.gr (P.I)

2 Department of Medical Statistics, Medical School, Democritus University of Thrace, 69100 Komotini, Greece
*  Correspondence: vasilispetrakis1994@gmail.com

Study design: A retrospective study

conducted in the Clinic of Infectious Diseases Period: 1 March 2022 to 1 March 2023

of the University General Hospital of
Alexandroupolis (Greece).

(Omicron variants: BA.2, BA2.12.1, BA.4, and BA.5).

Objective: The study evaluated the effectiveness and safety profile  Population: Patients included in the study were at least 18 years
of treatment with nirmatrelvir/ ritonavir among non-hospitalized old, had confirmed SARS-CoV-2 infection, experienced symptom
adults with confirmed SARS-CoV-2 infection at high risk of onset no more than 5 days before drug administration and had at
progression to severe disease (based on the Guidelines of least one coexisting condition associated with a high risk of
COVID-19 Treatment of National Public Health Organization progression to severe COVID-19.

published on 17 October 2022)

Methods: Multivariable logistic regression models

Petrakis V et al. 2023: The Antiviral Effect of Nirmatrelvir/Ritonavir during COVID-19 Pandemic Real-World Data https://doi.org/10.3390/v15040976
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Baseline Characteristics

Group A (study group) Group B (comparison group)
» N=200 » N=200

> consisted of increased risk’ non-hospita“zed » consisted of non-hospitalized patients with SARS-CoV-2

patients who received nirmatrelvir/ritonavir infection during the same period of time/who did not
orally receive oral antiviral agents due to unwillingness or drug

interactions without available treatment modification for
comorbidities or delayed clinical estimation after 5 days
from symptoms onset. Patients of group B were treated
based on the National Guidelines for hospitalized patients

The dosing scheme was: 300 mg nirmatrelvir and 100 mg ritonavir with COVID-19 pneumonia if hospitalization was needed

twice daily for 5 days, or 150 mg nirmatrelvir and 100 mg ritonavir
twice daily when the estimated glomerular filtration rate
was 30-59 mL/min per 1.73 m?.

Primary endpoint: hospital admission or death Secondary endpoints: the need of mechanical

within 30 days after a positive SARS-CoV-2 test. ventilation and/or death within 60 days after the
diagnosis of SARS-CoV-2 infection indicates
more severe clinical progression.

Mo 6o ta pappokeuTka poidvta mov avadépovtat napakaheiobe va cupBoulelecBe/cupBouleuteite TIG eYKeEKPLUEVEG MepAAPELG XOPAKTNPLOTIKWY TwV Mpoloviwy.
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Outcome: hospital admission or death within 30 days after a positive SARS-CoV-2 test

Table 1. Demographic data, vaccination status, comorbidities and clinical characteristics of Group A
(un-hospitalized patients treated with nirmatrelvir/ ritonavir) and Group B (untreated patients with

oral antivirals).

Study Group Comparison Group

Group A (n = 200) Group B (n = 200) p Value
Days of symptoms onset 2 (1-4) 7 (4-13) <0.001
Hospitalization 3(1.5) 111 (55.5) <0.001
Days of hospitalization 3 (2-5) 10 (542) <(.001
Respiratory Failure 0 (0.0) 73 (36.5) <(.001
Intubation 0{0.0) 6 (3.0 0.034
th 0400 9 (15 00572
Time for recovery (days) 5(3-11) 0 (5-18) <0.001 ]
Rebound Imecton
Yos 13 (6.5) 16 (8.0) 0.004

TNV opada twv acBevwv ou EAaBav vippatpeABipn/ptovapipn mapatnprndnkav ta
TIOPAKATW:
e xonAotepog Kivéuvog voonAeiag (1.5% vs 55.5%)
* gUVTOMOTEPN SLapkeLla voonAsiag ko xpovog avappwong (3 vs 10)
e Kapia mepinmtwon avanveuoTtiking avenapkelog (0 vs 73)
e Kapia nepimtwon dtacwAnvwong (0 vs 6)
e Kapia ntepinmtwon Oavartou (0 vs 9)

Petrakis V et al. 2023: The Antiviral Effect of Nirmatrelvir/Ritonavir during COVID-19 Pandemic Real-World Data https://doi.org/10.3390/v15040976
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Outcome: Multivariable logistic regression models for all patients
(group A and B, n = 400)

Table 4. Logistic Regression Analysis for Severe COVID-19 (Hospitalization, Intubation, Death)
(n =400, Group A and B).

Variable OR (95% CI) p Value
Nirmatrelvir/Ritonavir
O H Bepaneia pe vippatpeABipn/prtovaBipn . E"E‘:“E‘drpjf'“t‘_m t 0.34 (0.29-0.55) <0.001
s , , s . nireated patients / 39 ]
OUOXETLOTNKE e XapnAotepn mBavotnta eEEALENG o€ 2-54(2.23-2.75) <0.001
D COVID-19 vaccinati
coBapnr vooo COVID-19 (OR 0.34, 95% Cl 0.29-0.55, p vacaanon
. Complete scheme (2 booster doses) 0.24 (0.19-0.29) <0.001
<0.001) *  Incomplete scheme 1 03 (0.97-1.23) <0.001
. Unvaccianted 45 (2.36-2.88) <0.001
0 HAwlia, pUAo appev koL cuvvoonpOTNTEC U EAavouv Age (HR for each 10-year increase) 2.78 (2.65-2.85) <0.001
Tov kivéuvo yia coBapr voonan Male sex 2.04 (1.95-2.29) <0.001
Comorbidities
0 , . , . , ¢  Diabetes 2.07 (1.85-2.23) <0.001
OL KGKOTIGElEC (OUIJ-TEOLV(UV opyavwy n OUHOLTOAOVLKEC) . Cardiovascular disease 1.98 (1.63-2.19) <0.001
KOlL N LVOCOKOTALOTOAR 1TAV Ol KUPLEC e  Chronic lung disease 2.33 (1.75-2.81) <0.001
ouwwoonpPOTNTEC Tou 08rynoav o€ voonAeia, * (Chroniclidneydisease 2.56 (1.86-2.83) <0.001
, , , . Malignancies (hematologic, solid) 3.65 (1.54-3.0) <0.001
5la0w7\ﬂVw0ﬂ Ka'-/r] Bavaro . Immunosuppression 5.73 (4.84-7.14) <0.001

Petrakis V et al. 2023: The Antiviral Effect of Nirmatrelvir/Ritonavir during COVID-19 Pandemic Real-World Data https://doi.org/10.3390/v15040976
Mo 6o ta pappokeuTka poidvta mov avadépovtat napakaheiobe va cupBoulelecBe/cupBouleuteite TIG eYKeEKPLUEVEG MepAAPELG XOPAKTNPLOTIKWY TwV Mpoloviwy.
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Combined protection of vaccination and nirmatrelvir-ritonavir against hospitalization in

adults with COVID-19

Melisa M Shah et al 2024, Clinical Infectious Diseases

. Npocappoopsvn avaloyia kivuvou yia npocTacia
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NMpooappoyn and 6. Shah MM, Clin Infect Dis. 2024 Feb 27:ciae105.

Melisa M Shah, et al. Clinical Infectious Diseases, 2024;, ciae105
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SARS-CoV-2: évac dLapkwc LETOBAAAOMEVOC LOC

®uloyéveon twv oteAexwv tou SARS-CoV-2 ®uloyeveTiko 8£vipo Twv Omicron oteAeXwv Tou SARS-CoV-2
(Pango lineage)
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https://nextstrain.org/ncov/gisaid/global/all-time?p=full&r=region&transmissions=show https://covid.cdc.gov/covid-data-tracker/#variant-proportions

Nirmatrelvir has continued to maintain antiviral activity against Omicron variants including JN.13¢ with no evidence of clinical resistance!:2

1. Rusnak J. https://www.fda.gov/media/166238/download . Accessed 2 Aug 2024. 2. United States Food and Drug Administration. https://www.fda.gov/media/166237/download. Accessed 10/ 2024.
3. Greasley SE, et al. J Biol Chem. 2022;298(6):101972. 4. Imai M, et al. N Engl J Med. 2023;388(1):89-91. 5. Centers for Disease Control and Prevention. https://www.cdc.gov/ncird/whats-new/sars-cov-2-variant-jn.1.html . Accessed 10/ 2024.
6. World Health Organization. https://www.who.int/docs/default-source/coronaviruse/15042024 inl ure.pdf?sfvrsn=8bd19a5c 7 . Accessed 10/ 2024.
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>Uvoyn - Rironavir-Boosted Nirmaltrevir!

Dosing Regimens! Drug-Drug Interaction Potential®3 Efficacy!*

Anti-SARS-CoV-2 Antiviral Drugs (Small Molecule Antivirals)

Ritonavir-Boosted
Nirmatrelvir

Approved by EMA for the
treatment of coronavirus
disease 2019 (COVID-19) in
adults who do not require
supplemental oxygen and
who are at increased risk for
progressing to severe
COVID-19*

EMA Prescribing

Information/Dose for COVID-

19!

eGFR =260 mL/min

* Nirmatrelvir 300 mg (two 150
mg tablets) with RTV 100 mg
(one 100 mg tablet), taken

together orally twice daily for 5
days

eGFR =30 to 60 mL/min

* Nirmatrelvir 150 mg (one 150mg
tablet) with RTV 100mg (one
100mg tablet), taken together
orally twice daily for 5 days

eGFR <30 mL/min
* Not recommended
Severe Hem (Child-Pugh Class C)

* Not recommended

The most common side = Primarily caused by the ritonavir

effects with Paxlovid (strong CYP3A4 and P-glycoprotein

(which may affect less inhibitor)

than 1in 10 people) = Many drug-drug interactions between

arel: ritonavir-boosted nirmatrelvir and
concomitant medications (e.g., certain

= dysgeusia (taste statins, calcium channel blockers, or

disturbance), direct oral anticoagulants) can be safely

= diarrhoea, managed.

= headache and = Before prescribing ritonavir-boosted

=  vomiting. nirmatrelvir, clinicians should carefully
review the patient’s concomitant
medications

= Web-based drug-drug interaction
checker: Liverpool COVID-19 Drug
Interactions website

Ma dAa ta doppakeuTkd poidvta mou avadépovtal napakadeicBbe va cupBoulelecBe/cupBouleuTteite Tig eykekpLuéveg NepAfPeLg XapaKkTnpLOoTIKWVY TwV Mpoidovtwy.
1. NippatpeABipn/pirovaBipn, Nepidndn Xapaktnplotikwv MNpoidvtog 08/2024; 2. Liverpool COVID-19 Drug Interactions website Last accessed 10/2024 3.Drug-Drug Interactions Between Ritonavir-Boosted Nirmatrelvir (Paxlovid) and Concomitant
Medications. National Institutes of Health. AlaB¢oio oe COVID-19 Treatment Guidelines (archive-it.org) Accessed 10/2024. FDA. https://www.fda.gov/media/166237/download Last accessed: 10/2024

High Efficacy:
established with clinical
trials data (86% RRR)
supported by RWE data
(50%-80% RRR) in
hospitalization and
mortality across
geography, SARS-CoV-2
variants, age groups,
comorbidities, COVID-19
vaccination status &
previous infection)
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Nirmatrelvir—ritonavir: Drug-Drug Interactions

* Ritonavir is a strong cytochrome P450 (CYP) 3A4 inhibitor and a P-glycoprotein inhibitor and may
increase blood concentrations of certain concomitant medications.

* CYP3A4 inhibition occurs rapidly, with maximum inhibition occurring within 48 hours of ritonavir
initiation. After treatment is completed and ritonavir is discontinued, 70% to 90% of CYP3A4
inhibition resolves within 2 to 3 days.

Checking interactions is necessary
Strategies for patients who need ritonavir-
boosted nirmatrelvir

Liverpool COVID-19 Drug Interactions website

o Increase monitoring for potential adverse
events to the concomitant medication.

o Adjust the dose of the concomitant medication. COVID Drugs S T

o Temporarily withhold the concomitant
medication.

o Use an alternative to the concomitant

medication.

. . Katzenmaier S, et al. Clin Pharmacol Ther. 2011,90(5):666-673

o Use alternative COVID-19 theraples Stader F, et al. ] Antimicrob Chemother. 2020;75(10):3084-3086.
University of Liverpool. Evaluating the interaction risk of COVID-19 therapies, 2022
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Click here to join our mailing list and receive news and updates from COVID-19 Drug Interactions




To take Home

 H COVID-19 oxetileTal oKOMA LE ONUAVTILKH VOONPOTNTA Kol BvnNToTNTA 0 NALKIWLEVOUG

a00EeVELC KOl OE EKELVOUC LE CUVVOONPOTNEC 1] AVOOOKOTAOTOAN.

e Ta ATopA LLE ATILA VOOO KOl TTapAyovteg KivdUvou oofapn voonon cuotivetal va Adfouv
OVTL-ULKA TLC TIPWTEC LEPEC aTto TN Sldyvwon TNS Aoitpwénc, KaBwc n xprion toucg oxetiletal
ONUAVTLKA e KaAUTEPN €kBaon (amoduyn voonAeiog, ypnyopoteEpn avappwaon Kol UKPOTEPO

kKivbuvo Bavartou).

e Otav cuvduadlovtal pe mponynBevta epBoAtacpo yia COVID-19 mpootatelouv akoua

TMEPLOOOTEPO OO TNV AVAYKN yla voonAeia kal tn coapn voonon.



20C EVYAPLOTW TIOAU
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