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Guillain-Barré syndrome is rare 
(approximately 1 case per 

100,000 vaccine recipients).
<1%-49.8 (41.8-56.9) [width：15.1]Fluarix® [1]

TTS: Occurring in 1 to 2 per 
100,000 people vaccinated
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Accelerated approval provides choices under major public health crisis
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 In face of major public health crises, decisions neither can nor should await flawless data

 Rather, they must be made under "acceptable uncertainty," grounded in the most reliable evidence currently available, 

through a prudent balancing of risks and benefits  -- Lackey, Leila et al. Therapeutic innovation & regulatory science, 2021

[1]McKeage K. Drugs. 2013 Sep;73(14):1587-94.  [2]Mahase E. BMJ. 2021;372:n86. Published 2021 Jan 12. [3]CoronaVac. (2025, October 23). Wikipedia. https://en.wikipedia.org/wiki/CoronaVac[4]Voysey M et al.Lancet. 2021 Mar 
6;397(10277):881-891. [5]Lopez Bernal J et al.N Engl J Med. 2021 Aug 12;385(7):585-594.[6]Tanriover MD et al.Lancet. 2022 Jan 29;399(10323):436.[7]Jara A et al.N Engl J Med. 2021 Sep 2;385(10):875-884.

Lackey, Leila et al.



Accelerated approval both accepts and introduces uncertainties to the public
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 Vaxzevria@ was developed in November 2020,. The research team created the vaccine in record time, 

turning a process that usually takes 10 years into just 10 months, a "global miracle."

 On April 30, AstraZeneca first acknowledged in court documents that its COVID-19 vaccine may cause rare 

blood clots with thrombocytopenia syndrome (TTS) in a small number of cases.

 However, AstraZeneca stated that the withdrawal of Vaxzevria was purely a business decision and that its 

timing was unrelated to the court case or the acknowledgment of rare side effects.

Accelerated approval improves vaccine 

accessibility in terms of time, but clinical 

trials with limited duration and sample size 

may lead to significant uncertainty.

1 https://mp.weixin.qq.com/s/wCPwxH3FGSGe3D7x6GbewQ 2 https://www.biospace.com/article/astrazeneca-withdraws-covid-19-vaccine-worldwide-as-demand-craters/



BRF -- “uncertainties are uncertain” 
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 In 2009, FDA initiated a structured Benefit-Risk Framework (BRF) , 

but uncertainties are mainly presented in a narrative way

 Facing uncertainty, the FDA adopts a careful yet flexible approach, 

emphasizing data, ongoing monitoring, and transparency

STN:125742

Proper Name: COVID-19 Vaccine, mRNA

Tradename: COMIRNATY

Manufacturer: BioNTech Manufacturing GmbH

Example

Benefit uncertainty: longer-term duration of protection, significantly 
Immunocompromised not well represented in the clinical trial, and 
effectiveness against SARS-CoV-2 variants 

Risk: lack of precise estimates for excess risk across various age and gender

Subgroups, subclinical cases, longer-term outcomes and prognoses

Risk management: safety surveillance led by FDA/CDC continues for 
adolescents 12-15, post-approval studies to further evaluate safety 
specifically for vaccine-associated myocarditis and pericarditis and their 
long-term sequelae



US public prefer slower approval with lower uncertainty towards anti-cancer drugs
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 Background: This study examines how much uncertainty cancer patients are willing to accept for faster access to new drugs and what factors affect these 
preferences.

 Methods: Online discrete choice experiment (DCE), choosing between two cancer drugs based on five attributes: survival benefit certainty, FDA approval 
delay, and others.

 Participants: US adults with personal or family cancer experience
 Sample Size: 900+
 Results: Respondents preferred high certainty of survival benefit and a 1-year FDA approval delay. They were willing to wait up to 21.68 months for 

higher certainty of survival benefit.
 Conclusions: Respondents strongly valued certainty in survival benefits and were willing to wait longer, particularly for metastatic cancer drugs. Many 

FDA-approved drugs offer no survival benefit, highlighting the need for certainty.
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Study ongoing: Chinese public trade-off between vaccine speed & certainty

Example choice task

 Study design: Single-profile DCE

 Participants: Adults, children, elderly, pregnant women, 

and immunocompromised individuals (including HIV-

positive)

 Other stakeholders: 

• Vaccine developers: Executives, R&D teams, 

marketing, and supply chain staff;

• Regulators: Review and approval officials, health 

commissions, CDC, and regional procurement bodies;

• Vaccine givers: Frontline doctors, pediatric 

specialists, and community immunization staff.

 Sample size: 1200+. 

 Expected completion date: March 2026

 Expected publicity: VIF world 2026, Mar, Shanghai



Recommendations for a quasi-quantitative BRF and risk management
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A ) Standardize Health Metrics: Employ 

QALY/DALY as a unified measure to quantify health 

trade-offs in the "speed-certainty" balance for 

vaccines, thereby supporting cost-effectiveness 

analyses.

B ) Establish Dynamic Risk Thresholds: Create a 

model for "acceptable uncertainty thresholds" 

linked to pandemic severity, providing flexible 

decision-making bases for emergency authorizations 

across different scenarios.

C ) Incorporate Real-World Data: Utilize post-

marketing real-world evidence for sensitivity 

analyses, quantifying the effects of uncertainty on 

predicted outcomes to enhance model robustness 

and reliability.

D) Implement Real-Time Risk Monitoring:

Establish continuous monitoring using real-time 

data to adjust risk management strategies, ensuring 

quick responses to emerging risks and adaptive 

decision-making in ongoing pandemic situations.
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