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Supplementary Material 
 

Supplementary Table 1. Details about the available sex-specific information in the A) Summary of Product Characteristics, B) European Public Assessment Reports, and C) 

Publicly available clinical data at the EMA website 

 Sex proportionality Sex-specific efficacy information  Sex-specific numerical efficacy 

data 

Sex-specific safety  information Sex-specific numerical 

safety data 

A) Summary of Product Characteristics 

remdesivir Sixty-four percent were male. - - - - 

dexamethasone 36% of the patients were female - - - - 

BNT162b2 mRNA 

(BioNTech/ Pfizer) 

- subgroup analyses of the primary efficacy 

endpoint showed similar efficacy point estimates 

across genders, ethnic groups, and participants 

with medical comorbidities associated with high 

risk of severe COVID-19 

- - - 

mRNA-1273 (Moderna) The PPS study population included 

47·4% female, 52·6% male, 79·5% 

White, 9·7% African American, 4·6% 

Asian, and 6·2% other 

subgroup analyses of the primary efficacy 

endpoint showed similar efficacy point estimates 

across genders, ethnic groups, and participants 

with medical comorbidities associated with high 

risk of severe COVID-19 

- - - 

ChAdOx1-S 

(AstraZeneca) 

Pooled data COV002 and COV003: 

55·1% of subjects were female 

- - - - 

Ad26. COV2-S (Janssen) In the primary efficacy analysis 

population [..]; 44·3% of individuals 

were female 

Subgroup analyses of the primary efficacy 

endpoint showed similar efficacy point estimates 

for male and female participants 

- - - 

B) European Public Assessment Reports 

remdesivir Study 5776 (pivotal study)  

Male sex    

All subjects: 64·30% 

remdesivir subjects: 65·10% 

Placebo subjects: 63·60% 

 

Males are over-represented, similar 

to the real-life population 

hospitalised with COVID-19. 

 

Study 5773  

Male sex 5-day group: 60% 

Male sex 10-day group: 68% 

 

Study 5774  

Male RDV for 5 days: 59.70% 

Female RDV for 5 days: 40·30% 

Male RDV for 10 days: 61·10% 

Female RDV for 10 days: 38·90% 

Male SOC: 62·50% 

Female SOC: 37·50% 

- Recovery rate ratio  

Male: 1·31 (1·07-1·59) 

Female: 1·38 (1·05-1·81) 

- - 
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Male total: 61·10% 

Female total: 38·90% 

 

Study 5758: "as anticipated, there is a 

higher proportion of men than 

women" 

dexamethasone 36% of the patients were female. 

Dexamethasone: 36% females 

Usual care: 36% females 

The following subgroups were examined […] Sex 
(Male; Female) 

 

Men had a better response (rate ratio 0·80 (0·71-

0·91)) compared to females (rate ratio 0·90 (0·74-

1·09), however, this may be due to sample size as 

more men were included in this analysis 

compared to woman and a differential outcome 

would not be expected 

Rate ratio: 

Men: 0·80 (0·71-0·91) 

Women: 0·90 (0·74-1·09) 

- - 

BNT162b2 mRNA 

(BioNTech/ Pfizer) 

Study C4951001: 

Vaccine:  

9318 (51·1)/  

8924 (48·9) 

 

Placebo: 

9225 (50·2)/  

9154 (49·8) 

 

A balanced distribution is seen 

regarding gender (51% male, 49% 

female).  

 

 

 

gender did not impact efficacy 

 

For both primary endpoints, no clinically 

meaningful differences in VE by subgroup were 

observed by age group, country, ethnicity, sex, or 

race in the dose 2 evaluable efficacy population. 

Efficacy was consistent across relevant subgroups. 

 

The observed VE in each subgroup as defined by 

age, sex, race/ethnicity, country, obese subjects, 

and subjects at risk due to comorbidities, was 

overall consistent with the effectiveness of 

BNT162b2 to protect vaccinees against the 

disease 

 

The VE in each demographic subgroup analysed, 

as defined by age, sex, race, ethnicity, and country 

and in individuals with comorbidities including 

obesity, diabetes, hypertension and 

cardiopulmonary diseases was >90% 

 

 

First COVID-19 occurrence from 7 

days after dose 2 – subjects without 

evidence of infection prior to 7 days 

after dose 2: 

VE % (95% CI) 

Males: 96·4 (88·9, 99·3) 

Females: 93·7 (84·7, 98·0) 

 

First COVID-19 occurrence from 7 

days after dose 2 – subjects with or 

without evidence of infection prior 

to 7 days after dose 2: 

VE % (95% CI) 

Males: 95·3 (87·6, 98·8) 

Females: 93·9 (85·2, 98·1) 

No clinically meaningful 

differences in AEs were observed 

by age, country, ethnicity, gender 

and race subgroups. 

 

There were no clinically 

meaningful differences in the 

safety population by age group, 

baseline SARS-CoV-2 status, 

ethnicity, race, or sex. 

 

no clinically meaningful 

differences in SAEs were 

observed by age, baseline SARS-

CoV-2 status, ethnicity, race or 

sex subgroups. 

 

For subjects with a follow-up of 

≥2 months, SAE were reported at 
a low frequency (0·5-0·6%) in 

both the vaccine and the placebo 

group, with no clinically 

meaningful differences by age, 

baseline serostatus, ethnicity, 

race or sex. 

- 

mRNA-1273 (Moderna) Study mRNA-1273-P301: 

Vaccine:  

7366 (52·1)/ 6768 (47·9) 

 

Placebo:  

7462 (53·0)/ 6611 (47·0) 

 

Subgroup analyses were predefined for a range of 

important subgroups based on risk factors, age, 

sex and race 

 

 

COVID-19 cases 14 Days After Dose 

2 per Adjudication Committee 

Assessments – PP Set, primary 

efficacy analysis, Data cut-off: 21 

November 2020: 

VE % (95% CI) 

Males: 95·4 (87·4, 98·3) 

Females: 93·1 (85·2, 96·8) 

- - 
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ChAdOx1-S 

(AstraZeneca) 

Males and female proportions were 

near 50%. 

 

Regarding sex, the female proportion 

in the SD/SD group is 59·4% and 

64·8% in the LD/SD group. 

 

Overall, in the safety population, 

55·8% were female, 44·1% were male 

 

Approximately 55% were female 

 

55.3% were female 

-  

Additional subgroups that may be explored include 

but are not limited to:  

• Gender (male, female) 

- - Additional subgroups that may 

be explored include but are not 

limited to:  

• Gender (male, female) 

- 

Ad26. COV2-S (Janssen) FAS: The proportion of females was 

44·9% vs 45·2% in the vaccine vs the 

placebo arm. 

 

PP: The proportion of females was 

44·3% vs 44·6% in the vaccine vs the 

placebo arm. 

 

In the Ad26 5x10
10

 group (FAS) 

regarding the main trial COV3001, 

there were 12,071 males (55·1%) and 

9,820 females (44·9%). 

- Vaccine Efficacy of First Occurrence 

of Molecularly -Confirmed 

Moderate to Severe/Critical COVID-

19  

PP: 

Onset at least 14 days: 

VE % (95% CI) 

Males: 67·6 (56·31, 76·28)  

Females: 66·1 (53·92, 75·33) 

 

Onset at least 28 days: 

VE % (95% CI) 

Males: 68·4 (52·89, 79·36) 

Females: 63·5 (45·01, 76·26)  

 

 

 

In the safety subset, the 

frequencies of subjects with local 

and systemic solicited AEs were 

higher in females compared to 

males in the Ad26.COV2.S group 

only (differences not observed in 

the placebo group) 

 

ADRs reported more frequently 

in females compared to males. 

In the Ad26.COV2.S 

group, the frequency of 

local solicited AEs was 

higher in female (54·5%) 

compared to males 

(46·2%). 

 

In the Ad26.COV2.S 

group, the frequency of 

systemic solicited AEs 

was also higher in 

female (59·9%) 

compared to males 

(50·7%)  

 

No major differences are 

observed for the grade 3 

local solicited events 

(1% in females vs. 0·4% 

in males). 

C) Publicly available clinical data at the EMA website 

remdesivir N/A 

dexamethasone - Men had a better response (rate ratio 0·80 (0·71-

0·91)) compared to females (rate ratio 0·90 (0·74-

1·09)), however, this may be due to sample size as 

more men were included in this analysis compared 

to women and a differential outcome would not 

be expected. 

Rate ratio  

Men: 0·80 (0·71-0·91) 

Women: 0·90 (0·74-1·09) 

- - 

BNT162b2 mRNA 

(BioNTech/ Pfizer) 

Subjects without evidence of 

infection prior to 7 days after dose 2 - 

evaluable efficacy (7 days) population 

Comirnaty: 48·9 

Placebo: 49·8 

 

~38000 subjects for phase 2/3 

Observed VE was >90% across subgroups 

identified by age, sex, race, ethnicity, and country. 

 

Among participants without prior evidence of 

SARS-CoV-2 infection, VE was >93% in all 

subgroups, with the exception of "all others" race 

group, Brazil. 

Vaccine efficacy – first COVID-19 

occurrence from 7 days after dose 

2, by subgroup – subjects without 

evidence of infection prior to 7 

days after dose 2 – Evaluable 

efficacy (7 days) population 

Male: 96·4% (88·9, 99·3) 

The vaccine appears to be safe 

and well-tolerated across the 

safety population and across 

demographic characteristics of 

age, sex, race, ethnicity, and 

baseline SARS-CoV-2 status.  

 

Male   

Any AE:  

Comirnaty: 2356/9602 

(24·5%) 

Placebo: 1121/9399 

(11·9%) 

Any serious AE:  
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analysis - safety population 

Comirnaty: 48·9 

Placebo: 49·9 

 

participants were balanced 

approximately 50/50 for sex. 

 

 

 

 

Female: 93·7% (84·7, 98·0) 

 

 

Among the 37,586 participants, 

no clinically meaningful 

differences in AEs by category 

were observed by age, sex, race, 

ethnicity, or baseline SARS-CoV-2 

status subgroups. 

 

Among the 37,586 participants 

with a median of 2 months of 

safety follow-up after Dose 2, no 

clinically meaningful differences 

in AE frequencies were observed 

by age, sex, race, ethnicity, or 

baseline SARS-CoV-2 status 

subgroups.  

 

Among the 37,586 participants 

with a median of 2 months of 

safety follow-up after Dose 2, no 

clinically meaningful differences 

in SAEs were observed by age, 

sex, race, ethnicity, or baseline 

SARS-CoV-2 status subgroups.  

Comirnaty: 57/9602 

(0·6%) 

Placebo: 43/9399 (0·5%) 

 

Female   

Any AE:   

Comirnaty: 2715/9199 

(29·5%) 

Placebo: 1235/9386 

(13·2%) 

Any serious AE: 

  

Comirnaty: 46/9199 

(0·5%) 

Placebo : 38/9386 

(0·4%) 

mRNA-1273 (Moderna) PPS:  

Female: Vaccine: 47·9%; Placebo: 

47·0% 

Male: Vaccine: 52·1%; Placebo: 53·0% 

 

FAS: 

Female: Placebo: 46·9%; Vaccine: 

47·8% 

Male: Placebo: 53·1%; Vaccine: 52·2% 

The efficacy of mRNA-1273 for the primary efficacy 

endpoint was consistent across major 

demographic and baseline characteristic 

subgroups: […], sex.  

VE - COVID-19 14 days after dose 2 

per adjudication committee 

assessments (primary efficacy 

analysis set) - PPS  

Females: 93·10% (85·2, 96·8) 

Males: 95·40% (87·4, 98·3) 

 

VE of mRNA-1273 to prevent 

COVID-19 based on adjudication 

committee assessments starting 14 

days after second injection - PPS  

Males: 0·954 (0·874, 0·983) 

Females: 0·931 (0·852, 0·968) 

- - 

ChAdOx1-S 

(AstraZeneca) 

N/A 

Ad26. COV2-S (Janssen) N/A 

AE = Adverse event; SAE = Serious adverse event; SOC = Standard of care; FAS = Full Analysis Set; PP = Per protocol; PPS = Per protocol set; SD = Standard dose; SD/SD = two 

standard doses; LD/SD = a low dose as first 
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