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LESSONS LEARNED?
1. If something really needs to 

get done, it often can be 
(especially with a collective 
global effort)

2. With enough regulatory 
resources, pretty much 
anything can be fast-tracked

3. There’s a lot of low-value care 
out there

4. The Brady Bunch was way 
ahead of its time
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BIGTRIALS, 
LOTS OF EARLY 

DATA

https://cdei.ca/our-mission https://gomainpro.ca/tools-for-practice/
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Severe COVID⬇… 3 RCTs: 1 vs. 41 cases
Asymptomatic transmission⬇… other 
vaccines would suggest yes, but we don’t know
AND, majority of transmission from people with symptoms (?)

THIS JUST IN…
J&J one-shot (non-published):
@ 28 days:
à Efficacy = 66% (72% in US)
à No severe cases (vax)

https://cdei.ca/our-mission
https://gomainpro.ca/tools-for-practice/
https://www.nature.com/articles/d41586-020-03141-3


HARMS: SHORT-TERM

https://health-infobase.canada.ca/covid-19/vaccine-safety/

*

RCT DATA…
§ REACTOGENICITY 

§ Local: 85% (vax) vs. ~20% (placebo)
§ Systemic: 75-80% vs. 35-45%

§ Fever: 15% vs. <1%
§ Unsolicited reporting 5-20X less common
§ SERIOUS: 0.5-0.8% vs. 0.5-0.7%

X1-2d
(~10% >7d)

Adverse Events Following 
Immunization that individuals 

have reported

https://health-infobase.canada.ca/covid-19/vaccine-safety/


1,893,360 first doses:

à 175 case reports as possible of severe
allergic reactions

à 21 cases of anaphylaxis 

= 11.1 cases/million doses
§ median interval from vaccine to symptom

onset = 13 min (range = 2–150 min) 

HARMS: SHORT-TERM (ANAPHYLAXIS)

4,041,396 first doses: 

à108 case reports as possible of severe 
allergic reactions 

à 10 cases of anaphylaxis 

= 2.5 cases/million doses
§ median interval from vaccine to symptom 

onset = 7.5 min (range = 1–45 min)

(17/21 had documented hx of allergies/allergic rxns) (9/10 had documented hx of allergies/allergic rxns)



HARMS: LONG-TERM

§ENCOURAGING? 
§ Unprecedented oversight
§ most AEs happen in first 4-6 wks… we now have several months 

of follow-up with no strong signals 

§ 2 YEARS OF FOLLOW-UP will be helpful, but…
§ For rare events, difficult to ever know (10s X thousands of participants may 

not be able to determine causality)

§ IF rare events found à translation of BENEFIT:risk will be essential

“We don’t know at this point” “Results are pending”



AT LEAST 1, THEN 2   VS. 2 FOR “ALL”

§ FIXED strategy (based on Pfizer vaccine) 
modeled after current U.S. policy: 
à reserve 50% of each vaccine installment for 
2nd doses to be administered 3 wks later

§ FLEXIBLE strategy:
à reserve 10% of weekly supply for 2nd doses 
during each of the first three weekly installments

à reserve 90% of supply for the next 3 wks
à reserve 50% of doses for remaining 2 wks

Jan 5, 2021 doi:10.7326/M20-8137

(maybe delayed) (on schedule)



§ steady vaccine supply: 23-29% 
more COVID-19 cases averted with 
flexible vs. fixed strategy

§ moderate supply reduction: 27-32% 
more COVID-19 cases averted with 
flexible vs. fixed strategy

Jan 5, 2021 doi:10.7326/M20-8137

favors fixed model



DOSING INTERVAL…WHO’S SAYING WHAT?

§ JCVI/UK:
§ max interval = 12 wks for both A-Z & 

Pfizer vaccines 

§ FDA:
§ Stick to RCT schedules (= 3 or 4 wks)

§ Eur Medicines Agency,  WHO, US CDC:
§ Stick to RCT schedule (but 2nd dose 

could be as late as 6 wks after 1st)

§ NACI (Health Canada)

1st dose efficacy: 53% if <6wks
65% if >6wks 

Pfiz/Mod 
RCTs

1stà2nd: 
20-42 d



MIXING BRANDS

Jan 4…

Jan 21… “In exceptional situations in which the first-dose vaccine product 
cannot be determined or is no longer available, any available 
mRNA COVID-19 vaccine may be administered at a minimum 
interval of 28 days between doses”

Jan 12… “If the vaccine product used for a previously received dose is 
not known, or not available, attempts should be made to        
complete the vaccine series with a similar type of COVID-19 
vaccine (e.g. mRNA vaccine)”

NACI

IMPORTANT:  no data exist on interchangeability of COVID-19 vaccines
theguardian.com

?



MORE QUESTIONS
§ When will BOOSTERS be necessary… info changes every week

§ Post-COVID19 infection à protection ≥3 months, ≥8 months à to be continued
§ Post-Pfizer or Moderna vaccine à protection ≥3-4 months à to be continued

§ Effects of VARIANTS… 

§ The UNSTUDIED: pregnancy, breastfeeding, immunocompromised, autoimmune
§ other non-live vaccines have had a good track record
§ additional studies planned… in the mean time à shared decisions

*NACI (Jan 12): “…a complete vaccine series with a COVID-19 vaccine may be offered”

Based on immunogenicity data showing 
only slight decline up to 3 months post-2nd

dose, BUT, we don’t have a disease 
correlate to confirm protection

RISK:BENEFIT

Widge, NEJM Jan 7, 2021



• Faculty: Dr. Glen Drobot

• Relationships with commercial interests:
• Grants/Research Support: local principal investigator for 

hydroxychloroquine & anticoagulation for Covid19 trials

Faculty/Presenter Disclosure

Mitigating Potential Bias
• Being open and honest about the trials I’ve been 

involved in
• Results from ATTACC interim analysis is publicly 

available



An Intervention that Didn’t work
• Hydroxychloroquine has in vitro activity 

against SARS-CoV-2
• Hypothesis: early prophylaxis of close 

contacts would reduce symptomatic Covid19
• Randomized over 800 patients with a close 

contact within 4 days
• 5 days of HCQ  vs   matched placebo
• Novel internet based screening, courier delivery

• Approx 13% of subjects in both groups 
developed Covid19 symptoms/PCR confirmed



An Intervention that Does work
• Corticosteroids are used in a wide array of 

medical conditions, but often cause harm in 
ARDS (acute resp distress syndrome)

• Hypothesis: dexamethasone is hospitalized 
patients with confirmed Covid19

• Randomized over 4000 patients in the UK in the 
RECOVERY trial

• Up to 10 days of dexa 6mg  vs   standard of care
• Absolute risk reduction of death at 28 days: 

2.9%, NNT 33
• NNT 8.5 in ventilated patients, 29 in non-vent O2



An Intervention that Probably Works

• Early observational data from hard-hit areas 

showed increased frequency of thrombotic 

events in Covid19

• Observational, retrospective data suggested apparent benefit with 
full-dose anticoagulation

• Hypothesis: full-dose anticoagulation is superior 

to standard of care in hosp Covid19 patients

• Multi-platform (3 trials), randomized, open-label, 

adaptive, Bayesian trial

• PI in the ATTACC trial, initiated in 
Manitoba/Canada in 4 countries



An Intervention that Probably Works
• Primary outcome: Organ support-free days 

(OSFDs to day 21)
• Ordinal scale combination of in-hospital mortality and organ 

support-free days
• A composite measuring clinically relevant morbidity and mortality

• Key Secondary outcomes:
• Safety: Major hemorrhage (ISTH criteria) and HIT
• Efficacy: Mortality, intubation, major thrombosis, PE, VTE, stroke, 

MI, length of stay in ICU and hospital



An Intervention that Probably Works
• What happened?

• Data safety monitoring board (DSMB) recommended stopping ICU 

enrollment in December 2020 due to futility/possible harm

• DSMB recommended stopping non-ICU enrollment January 21 for 

benefit in primary outcome

• Results (n=2895 so far)
• Proportional odds ratio, approx 1.5 (CI 1.1- 2.2) 

for non-ICU patients
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