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ANNEX B: PRODUCT QUALITY BASED ON THE FDA CERTIFICATE OF PRODUCT 
REGISTRATION (CPR) 
 
 
Certificate of Product Registration of Tocilizumab (80 mg/4 ml [20 mg/ml] Concentrate for 
Solution for I.V. Infusion) 
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Certificate of Product Registration of Tocilizumab (200 mg/10 ml [20 mg/ml] Concentrate for 
Solution for I.V. Infusion) 
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Certificate of Product Registration of Tocilizumab (400 mg/20 ml [20 mg/ml] Concentrate for 
Solution for I.V. Infusion) 
 

 
 
 



 
 
 

 
Building 1, San Lazaro -7800 local 1113, 1108, 1135 

Direct Line: 711-9502; 711-9503 Fax: 743- -mail: ftduque@doh.gov.ph 

Certificate of Product Registration of Baricitinib (2 mg film-coated tablet) 
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Certificate of Product Registration of Baricitinib (4 mg film-coated tablet) 
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ANNEX C. CLINICAL EFFICACY AND SAFETY 
 
Data on clinical efficacy and safety of COVID-19 investigational drugs 
 

COVID-19 
Investigational 

Drugs 

Data on clinical efficacy and safety 
(Source: 2021 Rapid reviews from the Philippine COVID-19 Living 

Clinical Practice Guidelines Group) 

Remdesivir  Summary of Evidence 
 Four randomized controlled trials (n=7,345) on the use of remdesivir 

as treatment for COVI-19 were found. Low quality evidence shows 
that remdesivir has limited effect on all cause-mortality [relative 
risk: 0.93 (95% CI: 0.82 to 1.06)], clinical improvement [relative 
risk: 1.06 (95%CI: 0.99 to 1.13)], and initiation of mechanical 
ventilation among confirmed COVID-19 patients relative risk: 0.64 
(95% CI: 0.38 to 1.07)].  

 However, remdesivir appears to be beneficial in the time to clinical 
improvement especially among cases needing supplemental oxygen 
[rate ratio: 1.45 (95% CI 1.18 to 1.79)] but not on high flow oxygen 
[rate ratio: 1.09 (95%CI 0.76 to 1.57)] mechanical ventilation [rate 
ratio: 0.98 (95% CI 0.70 to 1.37)].  

 Remdesivir did not show increased risk for serious adverse events 
[(relative risk: 0.74, 95% CI: 0.62 to 0.88)]. Availability and cost of 
intervention should be considered before making recommendations 
regarding its use locally. 

 
Recommendations 

 Among COVID-  and do not 
require oxygen supplementation, we suggest against the use of 
remdesivir. 

 Level of Evidence: Low 
 Strength of Recommendation: Conditional 

 In addition to dexamethasone, among patients with COVID-19 
infection who have O2 saturation <94% and/or requiring oxygen 
supplementation but are not on high flow oxygen or mechanical 
ventilation, we suggest the use of remdesivir. 

 Level of Evidence: Low 
 Strength of Recommendation: Conditional 

 Among patients with COVID-19 infection who are on high flow 
oxygen or mechanical ventilation, we suggest against the use of 
remdesivir. 

 Level of Evidence: Low 
 Strength of Recommendation: Conditional 

 
Consensus issues 

 Early introduction of remdesivir in the treatment of COVID-19 is 
preferred because of its action on the polymerase resulting in less 
viral replication.  

 Remdesivir is a relatively safe drug, however, its cost should be 
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considered. Hence, routine use of the drug is not recommended.  
 There are 26 ongoing trials pertaining to the efficacy and safety of 

remdesivir for the treatment of COVID-19. 
 
Source: 
Cabaluna, I.T., Burog, A.D., Bayona, H.G. (19 February 2021) Should 
Remdesivir be used for the treatment of hospitalized COVID-19 patients? 
National Institutes of Health, UP Manila.  
 

Tocilizumab Summary of Evidence 
 Nine randomized controlled clinical trials (RCTs) (n=6,405) that 

evaluated the effectiveness of tocilizumab among confirmed 
hospitalized COVID-19 patients compared to placebo and/or 
standard of care were found.  

 Low to moderate quality evidence shows that tocilizumab has a 
beneficial effect in hospitalized COVID-19 patients on clinical 
improvement [rate ratio: 1.06 (95% CI: 1.00 to 1.13)], mortality 
reduction [rate ratio: 0.89 (95% CI: 0.82 to 0.97)], and initiation of 
mechanical ventilation [rate ratio: 0.78 (95% CI: 0.68 to 0.90)]. 

 
Recommendations 

 We recommend the addition of tocilizumab to systemic steroids in 
patients showing rapid respiratory deterioration and/or requiring 
high doses of oxygen (high-flow nasal cannula, noninvasive or 
invasive mechanical ventilation) and with elevated markers of 
inflammation (CRP > 75 mg/L).  

 Quality of evidence: Moderate 
 Strength of recommendation: Strong 

 We recommend against the use of tocilizumab among patients with 
COVID-19 infection who do not require oxygen. 

 Quality of evidence: Very low 
 Strength of recommendation: Strong 

 
Consensus issues 

 The high cost and limited availability of tocilizumab should be 
considered in our local setting. 

 The potential indiscriminate use, potential adverse effects (i.e., 
leukemia, TB reactivation), and lack of evidence of tocilizumab on 
COVID-19 patients who do not require oxygenation were additional 
factors considered by the panel in strongly recommending against 
the use of tocilizumab in patients not requiring oxygen  
 

Source: Cabaluna, I. T., Garcia, A., & Bayona, H. H. G. (19 February 2021). 
Evidence summary: Should tocilizumab be used for the treatment of 
hospitalized patients with COVID-19? National Institutes of Health, UP 
Manila.  
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Baricitinib Summary of Evidence 
 One multinational double-blind placebo controlled randomized trial 

found that baricitinib with remdesivir showed benefit in terms of 
shortening time to recovery by 1 day on average [rate ratio: 1.16, 
(95% CI: 1.01 to 1.32)]  and reducing the incidence of new 
mechanical ventilation or ECMO [rate ratio: 0.66 (95% CI 0.46 to 
0.93)].  

 No significant effect on mortality [hazard ratio: 0.65 (95% CI: 0.39 
to 1.09)] was noted and significantly fewer serious adverse events 
[relative risk: 0.76 (95% CI: 0.59 to 0.99)] were documented with 
the group treated with baricitinib and remdesivir. However, the 
incidence of infections was increased in patients who were taking 
concomitant glucocorticoids for indications other than COVID-19 
[not specified in the original randomized controlled trial on which 
treatment arm this was observed].  

 There were no other trials found on the use of baricitinib alone or in 
combination with other drugs (i.e., glucocorticoids) for COVID-19. 

 
Recommendation 
We suggest the use of baricitinib in combination with remdesivir in 
hospitalized COVID-19 patients requiring oxygen supplementation and who 
cannot take corticosteroids  

 Level of evidence: Low 
 Strength of recommendation: Conditional 

There is insufficient evidence to recommend the use of baricitinib in 
combination with remdesivir and corticosteroids in hospitalized COVID-
19 patients.  

 Level of evidence: Very low 
There is no evidence to recommend the use of baricitinib alone in 
hospitalized COVID-19 patients.  
 
Consensus issues 

 These recommendations are made in the context that dexamethasone 
is being considered as a standard of care for COVID-19. The 
incremental benefit of giving baricitinib and remdesivir with 
dexamethasone remains to be a research gap. Thus, there is 
insufficient evidence to recommend the use of baricitinib in 
combination with remdesivir and corticosteroids in hospitalized 
COVID-19 patients. 

 Caution must be exercised in administering baricitinib in patients 
who are already taking steroids due to the likelihood of the 
occurrence of immunosuppression. 

 Results showed that patients who received glucocorticoids had a 
higher risk of having serious or non-serious infections than those 
who did not. However, it was not specified in the RCT if these 
patients belonged to the treatment or control group. 

 Baricitinib is being used in current local practice to replace 
tocilizumab in regimens with both remdesivir and dexamethasone, 
due to supply problems faced in the more recent months. 
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 Baricitinib is approved for use in rheumatoid arthritis, and current 
use in COVID-19 is off-label use. Baricitinib in combination with 
remdesivir can be used in patients with severe COVID-19, to 
possibly prevent progression to critical disease. 

 
Source: Cabaluna, I.T., Burog, I., & Bayona, H.H.G. (10 April 2021). 
Evidence summary: Should baricitinib with or without remdesivir be used in 
the management of hospitalized patients with COVID-19? National 
Institutes of Health, UP Manila.  
 

Favipiravir Summary of Evidence 
 Six (6) randomized controlled trials were found on the use of 

favipiravir among patients with COVID-19. All 6 studies had some 
concerns in terms of risk of bias, but none of them had high risk of 
bias in any of the appraisal criteria. The overall quality of evidence 
was downgraded due to inconsistencies in combining the studies in 
some of the outcomes, limited sample size, and risk of bias. 

 Pooled results of three studies monitoring clinical improvement on 
day 7 showed a modest effect [relative risk: 1.58 (95% CI: 1.15 to 
2.16)] favoring favipiravir compared to standard care, however, 
clinical improvement on day 28 showed no clinical significance 
[relative risk: 1.02 (95% CI: 0.95 to 1.09)]. 

 Incidence of viral negative conversion was not significantly different 
between favipiravir and standard of care on day 3 [relative risk: 1.22 
(95% CI: 0.99 to 1.50)] as well as on day 7 [(relative risk: 1.10 (95% 
CI: 0.96 to 1.27)]. However, time to negative conversion showed a 
minimal advantage towards favipiravir compared to standard care 
[hazard ratio: 1.32 (95% CI: 1.03 to 1.69)]. 

 Pooled results on the incidence of adverse events (i.e., hematologic 
effects, hepatobiliary disorders, gastrointestinal effects including 
diarrhea and nausea, skin disorders like rashes, to cardiac effects like 
bradycardia and chest pain) showed no significant difference 
between favipiravir and standard care [relative risk: 1.54 (95% CI: 
0.87 to 2.75)]. 

 There were also very few or no events observed in the studies for 
clinically relevant outcomes such as death, respiratory distress or 
failure, and mechanical ventilation to make a recommendation for or 
against the use of favipiravir. 

Recommendation 
There is insufficient evidence to recommend the use of favipiravir among 
patients diagnosed with COVID-19, unless in the context of a clinical trial. 
(Very low quality of evidence) 
 
Consensus issues 
Given that there are on-going clinical trials on favipiravir, the 
recommendation explicitly stated that there was no recommendation on the 
use of favipiravir unless it will be used for clinical trials. In addition, there 
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may be some implications with regard to possible reimbursements and 
will encourage patients to join the clinical trial. 
 
Source: Sulit, M.V.V., Garcia, A.G., & Bayona, H.H.G. (8 March 2021). 
Evidence summary: Should favipiravir be used as treatment for COVID-19? 
National Institute of Health, UP Manila. 
 


