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November 8, 2021

VIA FEDEX

H. E. Dr. Tedros Adhanom Ghebreyesus 
Director-General 
World Health Organization 
20 Avenue Appia 
CH-1211 Geneva 27 
Switzerland 
 
	Re:  Risk of Meningitis 10x Higher in Infants Who Receive Mosquirix Vaccine in African Pilot Program 

Dear Dr. Tedros:  

[bookmark: _Hlk74736359]We write on behalf of the Informed Consent Action Network (“ICAN”) and its members with regard to a growing concern that “children who received Mosquirix[footnoteRef:1] had a risk of meningitis 10 times higher than those who received a control vaccine”[footnoteRef:2] and, despite this, the World Health Organization has now recommended broad rollout of this vaccine.[footnoteRef:3] [1:  https://www.ema.europa.eu/en/documents/medicine-outside-eu/mosquirix-product-information_en.pdf.]  [2:  https‌:‌/‌/‌www.sciencemag.org/‌news/‌2019/‌11/‌first-‌malaria-‌vaccine-‌rolled-‌out-‌africa-‌despite-‌limited-‌efficacy-‌and-‌nagging‌-safety. See also Kyle J. Wilby, Tim TY Lau, Samuel E. Gilchrist, & Mary H.H. Ensom, Mosquirix (RTS,S): A Novel Vaccine for the Prevention of Plasmodium falciparum Malaria, 26 The Annals of Pharm., 384-393, 392-393 (2012); DOI 10:1345/aph.1Q634. (The control vaccine consisted of meningococcal serogroup C conjugate vaccine for infants 6-12 weeks old and rabies vaccine administered to children ages 5-17 months old.)]  [3:  https://www.who.int/news/item/06-10-2021-who-recommends-groundbreaking-malaria-vaccine-for-children-at-risk. ] 


The RTS,S vaccine (“Mosquirix”) was first developed in the 1980s to target Malaria, and advanced to Phase 3 clinical testing between 2004-2014 in 7 sub-Saharan African countries.[footnoteRef:4] At the time, 15,459 participants were enrolled in the study, including a group of 8,922 children ages 5-17 months and another group of infants ages 6-12 weeks old. The primary goal was to assess the vaccine safety and efficacy within these 2 age categories.[footnoteRef:5] The study found that infants who received their first shot between 6-12 weeks of age had zero protection against severe malaria.[footnoteRef:6] The study then revealed that within 12 months after a third dose, efficacy in infants 6-12 weeks old was 31.3% and 55.8% in children 5-17 months old.[footnoteRef:7] After a 4th dose, the study showed a further decrease in efficacy in infants ages 6-12 weeks old at 25.9% and 36.3% efficacy in children 5-17 months old over a 48-month period.[footnoteRef:8]  Researchers were also concerned with vaccine safety in those children who had received Mosquirix because they had a 10 times higher risk of developing meningitis compared to those who received a control non-placebo vaccine.[footnoteRef:9]  According to the data, approximately 20 of the 6,000 children who were vaccinated with Mosquirix as compared to 1 in 3,000 in the control group (rabies vaccine) developed meningitis, a 10-fold increase in risk, and a third of those children who were diagnosed with Meningitis died.[footnoteRef:10]  [4:  Matthew B. Laurens (2020) RTS,S/AS01 vaccine (Mosquirix): an overview. Human Vaccines &Immunotherapeutics, 16:3, 480-489, 483 DOI: 10.1080/21645515.2019.1669415. https‌:‌/‌/‌doi.org/‌10.1080/‌21645515.2019.1669415.]  [5:  https://www.ema.europa.eu/en/documents/medicine-outside-eu/mosquirix-product-information_en.pdf. ]  [6:  https://www.sciencemag.org/news/2019/11/first-malaria-vaccine-rolled-out-africa-despite-limited-efficacy-and-nagging-safety.]  [7:  Matthew B. Laurens (2020) RTS,S/AS01 vaccine (Mosquirix): an overview. Human Vaccines & Immunotherapeutics, 16:3, 480-489, 484, DOI: 10.1080/21645515.2019.1669415. https://doi.org/10.1080/‌2164‌5515.2019.1669415.]  [8:  Matthew B. Laurens (2020) RTS,S/AS01 vaccine (Mosquirix): an overview. Human Vaccines & Immunotherapeutics, 16:3, 480-489, 484 DOI: 10.1080/21645515.2019.1669415. https://doi.org/10.1080/‌2164‌5515.2019.1669415.]  [9:  https://www.sciencemag.org/news/2019/11/first-malaria-vaccine-rolled-out-africa-despite-limited-efficacy-and-nagging-safety.]  [10:  https://www.sciencemag.org/news/2019/11/first-malaria-vaccine-rolled-out-africa-despite-limited-efficacy-and-nagging-safety.] 


During a 2015 meeting at the WHO headquarters, Peter Aaby, a Danish anthropologist and vaccine researcher renowned for studying and promoting vaccines within Africa, explained that “although the vaccinated children had malaria less often, they did not die less often.”[footnoteRef:11]  In fact, the mortality of girls vaccinated with Mosquirix almost doubled.[footnoteRef:12]  Rather than address Aaby’s legitimate safety concerns, the WHO’s Mary Hamel, who leads the vaccine pilot program in Geneva, pointed out that the trial was not designed to study hospitalizations or mortality.  The question is, why not?  Shouldn’t published trials address all important clinical outcomes, especially knowing that this product has caused harm and death?  Instead, the “WHO advisory groups and the European Medicines Agency (EMA) concluded that all of these described safety signals may have arisen by chance.”[footnoteRef:13] [11:  https://www.sciencemag.org/news/2019/11/first-malaria-vaccine-rolled-out-africa-despite-limited-efficacy-and-nagging-safety.]  [12:  https://www.sciencemag.org/news/2019/11/first-malaria-vaccine-rolled-out-africa-despite-limited-efficacy-and-nagging-safety.]  [13:  https‌:‌/‌/‌www.who.int/‌immunization/‌sage/‌meetings/‌2019/‌april/‌1_Session_7_Framework_for_‌Policy‌_Decision‌_on_‌RTSS‌-‌AS01‌_-_MALARIA_VACCINE_(for_print).pdf at 4 (emphasis added). ] 


With that speculative conclusion, the World Health Organization (“WHO”) decided to begin a pilot implementation in three endemic countries within African in 2019 where hundreds of thousands of infants and children have been and will be vaccinated.[footnoteRef:14]  To be clear, the pilot program is not a clinical trial, but rather a vaccination program that is daunting to monitor since these areas lack digital systems to record health and morality statistics.[footnoteRef:15]  “In trials, you have a controlled environment. You know where the participants are, keep track of them, if there is an issue you take care of them,” says Bernhards Ogutu, a pediatrician and malaria researcher from the University of Nairobi who is involved in Kenya’s pilot program.[footnoteRef:16]  Yet, the WHO continued to move forward knowing that approximately 120,000 infants and children are expected to receive the Mosquirix vaccine between 2019 through 2022 and keeping track of these children would be difficult.  Evaluations for the pilot program were expected to be completed by 2023.[footnoteRef:17]   [14:  https://www.sciencemag.org/news/2019/11/first-malaria-vaccine-rolled-out-africa-despite-limited-efficacy-and-nagging-safety.  (Pilot programs have begun in Ghana, Kenya, and Malawi.)]  [15:  https://www.sciencemag.org/news/2019/11/first-malaria-vaccine-rolled-out-africa-despite-limited-efficacy-and-nagging-safety.]  [16:  https://www.sciencemag.org/news/2019/11/first-malaria-vaccine-rolled-out-africa-despite-limited-efficacy-and-nagging-safety.]  [17:  https‌:‌//www.who.int/immunization/sage/meetings/2019/april/1_Session_7_Framework_for_Policy_‌Decision‌_on_‌RTSS-AS01_-_MALARIA_VACCINE_(for_print).pdf at 5. ] 


In order for the WHO to make a broader recommendation for use outside of the pilot program, the Framework for Policy Decision on RTS,S/AS01 Working Group (the “FPD Working Group”) and the WHO Secretariat found, in 2019, that “[t]here is a need to resolve safety concerns on meningitis, cerebral malaria, and sex-specific mortality to establish the risk-benefit profile of the vaccine, as reassuring safety data are required for a policy recommendation.” Other questions identified by the FPD Working Group to be addressed as part of pilot implementations included “the extent to which RTS,S/AS01 vaccination impacts all-cause mortality, which could not be adequately assessed in the Phase 3 trial owing to the very low overall mortality in the trial; whether there is a differential impact in boys and girls; and whether there are excess cases of meningitis and cerebral malaria, as identified during the Phase 3 trial, which would suggest that these effects are causally related to RTS,S/AS01 vaccination.”[footnoteRef:18]   [18:  https://www.who.int/immunization/sage/meetings/2019/april/1_Session_7_Framework_for_Policy_‌Decision_on_‌RTSS-AS01_-_MALARIA_VACCINE_(for_print).pdf at 4. ] 

Malaria affects a variety of populations, yet the vaccination studies are limited and deficient.  Not only have these the clinical trials been restricted to infants and children from endemic African countries, but these studies have had short follow-up periods in addition to significant safety concerns and paltry efficacy numbers.  And yet, despite all of this, the WHO is now recommending and assisting with a broad rollout of the vaccine.  Although the WHO’s advisory committee promised to assess the safety concerns and risk that Mosquirix has on meningitis, severe malaria, and mortality, these are major challenges that must be addressed and disclosed now.  The WHO has a moral, legal, and ethical duty to protect children from harm and to promote human health and well-being.  The WHO has announced that the pilot program is ongoing and will “measure longer-term impact on child deaths.”  We respectfully assert that this analysis should be completed before wide distribution of this vaccine to babies.  

Therefore, given that the lives of children hang in the balance, our client and its members request that the WHO (i) share with the public all data forthwith, including from the pilot program, justifying its recommendation, especially data that shows a “resolution of the safety signals” as this “is of key importance for a recommendation on broader use of the vaccine,”[footnoteRef:19] and (ii) further evaluate the significant safety and efficacy concerns outlined above and take the steps necessary to protect the children involved in these studies from harm or premature death. [19:  https://www.who.int/immunization/sage/meetings/2019/april/1_Session_7_Framework_for_Policy_Decision_on_‌RTSS-AS01_-_MALARIA_VACCINE_(for_print).pdf at 13. ] 


						Very truly yours,

						[image: ]
						Aaron Siri, Esq.
						Elizabeth Brehm, Esq.
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