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Table 2. Baseline characteristics before and after PS matching

Covariates used in PS calculation: demographics (age, gender,
race, ethnicity), primary payor (commercial, Medicare, Medicaid,

Unadjusted analysis (PS-matched cohort)
Unadjusted mortality rates at 14- and 28-days were lower for patients

Conclusions

After matching
CORT RDV+

Before matching
CORT RDV+

e In this study, about half of the patients not requiring supplemental Study Design other), comorbidities (obesity, diabetes, cancer, chronic Baseline characteristics Mono CORT Mono CORT receiving RDV+CORT vs. CORT monotherapy across all baseline
OXygen _at b_asellne, _recel\_/ed _CORT in the flrSt_2 days _Of e Comparative Effectiveness Retrospective cohort study (Table 1) obstructive pulmonary disorder cardiovascular [including n=43,618 n=67,580 n=39,104 n=39,104  sypplemental oxygen requirements
2?2%;'_‘??;‘&?}25?';Gf[igr‘:t'ggll'g‘e recommendation against the use . aatéllthSOUfCSZt Ft;INC Al Healthcare Database (formerly Premier hypertension], or renal disease), hospital characteristics (bed Age group, years ;g:gz 281'_560/;, ;g:g:ﬁ; 271'?(;/;, 271'?5/;, 14-dav mortalit 28-dav mortalit
P ca Ugarehoipailtazlisbezzsed servicedevel,  allpayer  (Commercial size, urban or rural, teaching, US region), type of hospital ward 65+ 608%  672%  712%  71.2% dy mortatity Y MOrtaTty
Of the 43,618 patients that received CORT monotherapy at © - ’ - ' - ’ i : : : ) % % % %
: S P _ Py Medicare, Medicaid, others) database on admission (general ward or intensive care unit [ICU]), COVID- Gender Female 51-40/ 51-40/ 51-40/ 51-80/ CORT Mono  RDV+CORT CORT Mono  RDV+CORT
hospital admission: italizati 19 treatments during baseline (anticoagulants, convalescent White 76:3% 77.1% 77.4% 77.5%
o Majority of the patients did not require any supplemental o Covers ~25% of all US hospitalizations from 48 states . & nHeoas " . - Black 15.0% 13.1% 13.9% 13.9%
oxygen at baseline (45%, n=19,592) also did not require o Includes patient-level information on billed services for each day plasma, admission month, and admission from a skilled nursing "¢ Asian 1.6% 2.0% 1.6% 1.6% Overall 8.4% 7.2% 10.7% 9.5%
P T italizati i Other 7.0% 7.8% 7.1% 7.0%

supplemental oxygen therapy throughout the hospitalization of hospltgllzatlon faglllty (Tablg 2)- o . : Ethnicity Hispanic 8.7% 11.0% 8.9% 8.5% NSO 5.7% 5.3% 7.1% 6.7%

but continued receiving CORT after the first two days of Table 1. Study design e Using the derived PS, distribution of underlying confounders in the two Commercial 14.0% 16.6% 14.2% 14.0% & 170 =70 =70 170

hosbpitalization _ e _ _ treatment groups was balanced using propensity score matching Medicare 72.2% 68.8% 22.6% 22.5%

. p . . v" First admission to the hospltal December 1, 2021-Apr|| 30, 2023 (PSM) as the primary anaIySiS using alil preferential Within-hospital Primary payor Medicaid 8.5% 9.4% 8.0% 8.1% LFO 7.6% 5.9% 9.6% 7.8%
The findings from this study demonstrated that the use of RDV in ' Age 218 years old matching approach without replacement with a caliper distance of 0.2 Other 5.3% 5.2% 5.2% 5.3%
patients receiving corticosteroids was associated with a reduction Inclusion v Primary discharge diagnosis of COVID-19 (ICD-10-CM: U07.1) times standard deviation of the logit of the PS was implemented as <100 8.5% 8.2% 8.6% 8.4% HFO/NIV 15.2% 13.2% 19.9% 17.5%
in risk of mortality as compared to corticosteroid monotherapy for criteria and flagged as being “present-on-admission” follows: o 100-199 15.8% 17.0% 16.1% 16.4%
the treatment of patients hospitalized for COVID-19 across all v Initiated either RDV+ CORT or CORT monotherapy in the first o Patients receiving RDV+CORT were matched to corticosteroids :°;p'ta' size, no. of ggg'ggg ;g'gz’ igg’ i;g’ ig'iz’ IMV/ECMO 28.1% 24.0% 35.0% 32.4%

. . . . . ; . ; ey . eas - .0/ .D/0 .07 W)
levels of baseline supplemental oxygen requirements. two days of hospitalization mo_nothe_rapy patients in the same hospital within the specified 400-499 11.1% 9.9% 10.9% 11.2% Jmmunocompromised conditions: cancer, transplant, hematologic malignancies, immunosuppressive
The studv hiahliahts the important role of antiviral therany with Ca||per distance in the same age group (18-49, 50-64, 65+ years), 500+ 23.3% 27.2% 23.6% 23.6% metljicatiogs, toxic effec:s :)f allfltinleoplastics, primary immunodeficiencies, severe combined immunodeficiencies,
i P P P P asplenia, bone marrow failure/aplastic anemia, or HIV;

d y . g g . | p | ¢ . t. { h pyt | d X Pregnant and _ ac_lmlssmn month groups (tWO'tO'three'month blOCkS Of Hospital location Urban 85.6% 87.2% 85.9% 86.2% ICU, Intensive Care Unit; COPD, Chronic Obstructive Pulmonary Disorder; NSOc, No supplementary oxygen
remaesivir in ImprOVIng C Inlc_a O.U comes In pa |er.1 S Nospitalize X Had incomplete/erroneous data fields admission month). . . Rural 14.4% 12.8% 14.1% 13.8% charﬁes_; Lllio, quw-_Flo/w Oxygen; HF(IDINIV,:igh-FIow Oxygen(Non-invasi(\j/e ventilation; IMV/ECMO, _I(;lvasive
for COVID-19, supporting guideline recommendations x Transferred from another hospital or hospice > The unmatched patients in the RDV+CORT group were then Teaching Hospital ___ OO 0L SO 30K Meneal Veraton e Nerirane Ogerson ROV, s CORT st

. . . : . _ . esity 3% 4% 1% .0%
Our findings also confirm (per COVID-19 treatment guidelines) Exclusion X Admitted for elective procedures o rhnatc_r:eld ;O .C?RL rgor_loth(irggg Fz)gt(')ez;z |réoa(1)rlot)hedr RD.:%.US;EQ COPD 39.9% 40.0% 40.0% 40.1% Adjusted analysis (PS-matched cohort)
that corticosteroid monotherapy should not be used in COVID-19 criteria X Discharged or died during the baseline period (first two days of OSpital of simiiar be '5|Ze_( ) 499, eds) within the Cardiovascular disease 88.4% 85.3% 87.9% 87.8% e Usina 1:1 probensity score matching without replacement:
i - : hospitalization) specified caliper distance in same age group (18-49, 50-64, 65+ _ ... Diabetes mellitus 41.1% 38.3% 40.1% 40.0% g =2 Propensity : g Wit pia :
FENRAS U0 €0 MOl [EEUIe SUPIEMENE] OYEEm, Ulss @giies . o i ears), and admission month groups (two-to-three-month blocks &Y comerbidities - goa disease 353%  23.7%  314%  31.2% o After adjusting for baseline and clinical covariates, RDV+CORT
for a distinct medical indication (e.g. background X Initiation of other COVID-19 treatments (baricitinib or tocilizumab )o/f adrr;ission month) group Cancer 7 '2%0 7 '2%0 7 '3%0 7 '2%0 was associated with a significantly lower mortality risk at 14-days
' ' ' iti or oral antivirals) at baseline ' - ' ' ' ' ]
immunomodulation for a chronic condition). ) « Cox Proportional Hazards Model was used to assess time to 14- and ImmL.Jr.loci)mpromlsmg 18.3% 17.5% 18.0% - and 28-days compared to CO_RT monoth_erapy overall and across
RDV + CORT 28-day mortality adjusting for hospital-level cluster effects, and key . consition all supplemental oxygen requirements (Figure 1).
- — — — iates: dmissi th h ital dmissi d Hospital ward upon General ward 82.9% 82.6% 83.9% 84.5% e Sensitivity anaIyS|s of RDV+DEX vs. DEX monotherapy showed
Bac kg roun d Treatment  RPV + CORT initiated in first 2 CORT monotherapy initiated in first covariates. age, admission montnh, hospital admission ward — ,yission ICU/Step-down unit 17.1% 17.4% 16.1% 15.5% consistent results:
reatmen days of admission (baseline) 2 days of admission (Baseline) (documented location for ICU/ Step'down unit vs. general Ward), and Other treatments at Anticoagulants 74.2% 80.5% 77.1% 77.1% . . . . . .
, : , o ) ime. i - o - . o After adjusting for baseline and clinical covariates, RDV+CORT
o Despite gradual declines in COVID-19 incidence and mortality, the time-varying covariates for treatments initiated after baseline paseline Convalescent plasma <1% <1% <1% <1% : _ S s
. ] b Basellne |S deflned as the f|rst two da S Of hOS |tallzat|on HPR I HF H o o o o was aSSOC|ated W|th a S|qn|f|cant|v |OW€I’ mOI’tahtV r|Sk at l4-dayS
World Health Organization (WHO) acknowledged that COVID-19 is a y P (baricitinib, tocilizumab, or oral antivirals). NSOc 44.9% 43.6% 45.6% 45.6%
continuing threat to lives and health svstems in 20241 e Primary Endpoints: 14-day and 28-day all-cause inpatient mortality e A sensitivity analysis was conducted to examine initiation of Baseline oxygen  LFO 34.9% 36.3% 35.7% 35.7% and 28-days compared to CORT monotherapy overall and across
g : y : defined disch tat f “expired” or “hospice” requirements HFO/NIV 16.3% 18.0% 16.4% 16.4% all supplemental oxygen requirements (Figure 1).
e The RECOVERY trial conducted in earlier stages of COVID-19 (defined as a discharge status of “expired” or "hospice”) RDV+DEX vs. DEX monotherapy MV/ECMO 9, > 79, > 250 > 49,

pandemic showed no difference in mortality rates for usual care vs.
dexamethasone among patients not requiring supplemental oxygen
with a potential paradoxical signal for harm in non-hypoxemic COVID-
19 patients despite clear benefit for COVID-19 with hypoxemia?

e Studies conducted since the RECOVERY study have shown the

e Endpoints were examined according to baseline supplemental oxygen
requirements: No supplemental oxygen charges (NSOc), low-flow
oxygen (LFO), high-flow oxygen/non-invasive ventilation (HFO/NIV),
and invasive mechanical ventilation (IMV)/ECMO

e Patients were followed from the day after treatment initiation until day

Study population
e 151,215 patients hospitalized for COVID-19:

Hazards model)

RDV+Corticosteroids vs. Corticosteroids mono

RDV+DEX vs. DEX mono

Figure 1. Time to 14- and 28-day mortality in hospitalized COVID-19 patients by supplemental oxygen requirements (adjusted Cox Proportional

potential for a detrimental effect of corticosteroid treatment in patients 28 or d|scharg_e_ status of expired or hospice, ”a”SfeT 0 a_nother o 67,580 (45%) initiated RDV+CORT in the first 2 hospital days N aHR [95% CI] P value N aHR [95% CI] P value
with mild-to-moderate (non-hypoxemic) COVID-1934 hospital, or addition of RDV after the first 2 days OT hospitalization for o 43,618 (29%) initiated CORT monotherapy (24% DEX : 14-day mortality
e COVID-19 treatment guidelines from National Institutes of Health (NIH) the CORT monothe_r apy co_hort, whichever was earlier. monotherapy; 5% non-DEX corticosteroid monotherapy) in the first 14-day mortality .
(last updated in February 2024 and retired in August 2024), WHO (last © IT RDV was initiated n t_he _CORT monotherapy group after th(_e 2 hospital days Overall e 0.75[0.71-0.79] /<.0001 | Overall Eel— 0.7410.69-0.78] <0001
updated in November 2023), and Infectious Diseases Society of first two days of hospitalization, patients were only followed until | 500 matching (Table 2): NSOc 35642  —e— 0.80[0.74 - 0.87] <.0001 |NSOc 29,508 —e— 0.79[0.72-0.87] <.0001
America (IDSA) (last updated in August 2024): the d_ay RDV was added to the CORT monotherapy group o The plurarity of patients in the RDV+CORT and CORT LFO 27,928 —o— 0.69[0.63-0.75] <.0001 |LFO 24,412 +—e— 0.70[0.64 - 0.77] <.0001
o Recommended against the use of dexamethasone for COVID-19 following a per protocol treatment approach (censored upon monotherapy cohort, respectively, did not receive supplemental HFO/NIV 12,794 —e— 0.74[0.67-0.82] <0001 [HFONIV 10,656 —e— 0.69[0.62-0.76] <.0001
patients who do not require supplemental oxygen>’ Cross-over). oxygen at baseline (44%, 45%), the rest received LFO (36%, 35%), IMV/ECMO 1844 o 0.76 [0.64 - 0.91] 0.0021 |IMV/ECMO 1498 o 0.78 [0.64 - 0.94] 0.0102
o Recommendations for treatment of patients hospitalized for Statistical analysis HFO/NIV (18%, 16%), and IMV/ECMO (2%, 4%). 28-day mortality 28-day mortality
hypoxemic COVID-19 with both remdesivir (RDV) and ‘a A analyses were conducted for the overall study cohort hospitalized * After 1:1 matching without replacement, 39,104 RDV + CORT patients Overall 78,208 o= 0.76 [0.72 - 0.80] <.0001 |Overall 66,074 o= 0.76 [0.72 - 0.81] <.0001
f:ortlcoster0|d such  as dexam_ethasone (P_EX)' Other during the Omicron period (December 2021 to April 2023) and were matched to 39,104 QOFsT.monotherapy patleqts (in mgtchlqg NSOc 35,642 —e— 0.81[0.75-0.87] <.0001 |NSOc 29,508 —o— 0.80[0.74 - 0.88] <.0001
!mmuno_mo_dulators may also t_)e considered in addition to, but not stratified by baseline supplemental oxygen  requirements without replacement, _matchlng Y% IS depe_ndent on ava.llable patients in LFO 27928 o 0.71[0.66-0.77] <0001 |LFO 24412 o 0.74 [0.68- 0.81] <.0001
in substitution for, corticosteroids. (no supplemental oxygen charges [NSOc], low-flow oxygen [LFOJ, the treatment group with smaller sample size) (Table 2): 15704 o 0.74 1068 - 0811 <0001 0656 o 071 10.65 - 0.78] <0001
e Other corticosteroids (CORT) such as prednisone, prednisolone, high-flow oxygen or non-invasive ventilation [HFO/NIV] and invasive o Post-matching balance was achieved across groups of baseline HFO/NIV ’ 74[0.68-081] <. HFO/NIV ’ -7110.65-0.78] <.
methylprednisolone, and hydrocortisone can be used in place of mechanical  ventilation andlor  extracorporeal  membranous supplemental oxygen with all covariates with a standardized IMV/ECMO 1844 —&— 0.81[0.70-0.94] 0.0058 |[IMV/ECMO 1498 —e—— 0.81[0.69-0.97] 0.0182
dexamethasone or for other underlying conditions. oxygenation support [IMV/ECMO]). difference absolute value of <0.15 . 060 080 100 _ 120 L 060 080 100 120
e The objective of this study was to examine all-cause mortality in « Propensity scores (PS) were estimated using separate logistic o Almost half of the patients did not receive supplemental oxygen at Favors RDV+Corticosteroids ~ Favors Corticosteroids mono Favors RDV+DEX Favors

hospitalised COVID-19 patients initiating RDV+CORT vs. CORT
monotherapy in the more recent COVID-19 era.

baseline (460/0), the rest received LFO (36%), HFO/NIV (16%), and Note: Estimates adjusted for age, admission month, hospital ward on admission (ICU vs general ward), and time-varying treatment with other COVID-19 medications (baricitinib, tocilizumab, oral antivirals)
IMV/ECMO (2%) Abbreviations: aHR, adjusted hazard ratio; Cl, confidence interval; CORT, Corticosteroids, DEX, dexamethasone ; mono, monotherapy; HFO/NIV, high flow oxygen/non-invasive ventilation; IMV/ECMO, invasive mechanical
ventilation/extracorporeal membrane oxygenation; mono, monotherapy; LFO, low flow oxygen; mono, monotherapy; NSOc, no supplemental oxygen charges; RDV, remdesivir.

regression models for each baseline supplemental oxygenation
requirement group separately
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