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Adjuvant atezolizumab after adjuvant chemotherapy in resected stage 
IB–IIIA non-small-cell lung cancer (IMpower010): a randomised, 
multicentre, open-label, phase 3 trial

Lancet 2021; 398: 1344–57

Stage IB-IIIA NSCLC
N=1005

Best supportive care
N=498

Atezolizumab 1200mg IV
N=507

1:1Inclusion Criteria

• ≥ 18 y/o
• Eastern Cooperative Oncology Group 

(ECOG) performance status 0 or 1
• Completely resected stage IB to IIIA 

NSCLC, and were able to receive 
cisplatin-based chemotherapy
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Baseline characteristics 
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Outcomes-
PD-L1 TC ≥1% stage II–IIIA group
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Outcomes

Intention-to-treat group

All stage II–IIIA group

36-month disease-free survival : 
Atezolizumab group: 55.7%
Placebo group: 49.4%

36-month disease-free survival : 
Atezolizumab group: 57.9%
Placebo group: 52.6%
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Subgroup 
Anaiysis
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Adverse event



• Adjuvant atezolizumab shows a disease-free survival benefit in 
the stage II–IIIA population with PD-L1 TC ≥1% and in all 
patients in the stage II–IIIA population.

• Open-label design

Conclusion

limitation
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Tofacitinib in juvenile idiopathic arthritis: a double-blind, placebo-
controlled, withdrawal phase 3 randomised trial

9

Lancet 2021; 398: 1984–96

Inclusion Criteria

• aged 2-18 years
• Polyarticular course JIA

Exclusion Criteria

• systemic JIA with active systemic features other than active joints 
• elevated acute-phase reactants within 6 months of enrolment
• persistent oligoarthritic
• undifferentiated JIA
• active uveitis within 3 months of enrolment



Tofacitinib in juvenile idiopathic arthritis: a double-blind, placebo-
controlled, withdrawal phase 3 randomised trial
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Lancet 2021; 398: 1984–96

N=225

polyarticular 
course JIA

N=184 Placebo 
N=70

Tofacitinib 
N=72

psoriatic arthritis 
+enthesitis-related arthritis

N=20+21

part 1 (weeks 0-18) part 2 (weeks 18–44)
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Baseline 
characteristics 
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Primary Outcomes

Placebo: median 155 days
Tofacitinib: median NA
HR: 0.46
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Primary Outcomes
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Outcomes
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Adverse event
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Adverse event



• Tofacitinib is an effective treatment in patients with 
polyarticular course JIA

• Population was relatively small and predominantly White
• The follow-up length of this trial in patients with JIA was too 

short to assess long-term safety

Conclusion

limitation
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Safety and immunogenicity of concomitant administration of COVID-19 
vaccines (ChAdOx1 or BNT162b2) with seasonal influenza vaccines in 
adults in the UK (ComFluCOV): a multicentre, randomised, controlled, 
phase 4 trial

18

Lancet 2021; 398: 2277

Inclusion Criteria

• ≥ 18 y/o
• Had received a single dose of either ChAdOx1 or BNT162b2 (UK recommendations)

Exclusion Criteria

• Had received any other vaccine in 30 days
• Had received immunoglobulins or blood products in 3 months
• History of allergic or reactions to any component of the trial vaccines
• Bleeding disorder or continuous use of anticoagulants
• Drug or alcohol dependence, or a progressive neurological disorder
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N=679

ChAdOx1 + inactivated trivalent 
N=146

BNT162b2 + inactivated quadrivalent 
N=139

ChAdOx1 + inactivated quadrivalent 
N=129

BNT162b2 + recombinant quadrivalent
N=58

ChAdOx1 + recombinant quadrivalent
N=128

BNT162b2 + inactivated trivalent 
N=79

Randomised
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Baseline 
characteristics 
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Primary Outcome-
Systemic adverse reactions 
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Secondary Outcome-
Anti-spike immunoglobulin (Covid-19) 
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Secondary Outcome-
haemagglutinin antibody inhibition (Influenza) 
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Secondary Outcome-
haemagglutinin antibody inhibition (Influenza) 



• Concomitant vaccination with ChAdOx1 or BNT162b2 plus an 
age-appropriate influenza vaccine raises no safety concerns and 
preserves antibody responses to both vaccines

• Not known whether these findings would apply to other 
vaccines or not

• Influenza vaccine cause more local reactions than placebo
• Two of the cohorts had lower recruitment than planned
• T-cell responses were not evaluated

Conclusion

limitation
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Factor VIII Inhibitor Bypassing Activity (FEIBA) Reversal for Apixaban and 
Rivaroxaban in Patients With Acute Intracranial and Nonintracranial
Hemorrhage

26

Annals of Pharmacotherapy 2021, Vol. 55(12) 1455–1466

Inclusion Criteria

• patients 18 to 89 years old
• ≥1 FEIBA doses in the hospital ED or inpatient setting
• Apixaban or rivaroxaban presumably within 48 hours of FEIBA

Exclusion Criteria

• had a thrombosis history
• prisoners, pregnant, outside the age range
• received FEIBA for non-FXa inhibitor reversal (hemophilia)
• had documented anticoagulant agent beyond 48 hours of presentation
• had FEIBA use preoperatively for emergent procedures not specifically indicated for 

active bleeding reversal
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Outcomes



• The combined ICH and non-ICH overall rates of effective 
hemostasis, TEE, and mortality were comparable to preexisting 
studies of FEIBA for factor Xa inhibitor reversal. 

• Retrospective design
• No propensity score matching was performed between 

apixaban and rivaroxaban users
• No initial National Institutes of Health Stroke Scale (NIHSS) 

score, initial ICH score, or time from acute bleeding event onset

Conclusion

limitation
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Unguided de-escalation from ticagrelor to clopidogrel in stabilised
patients with acute myocardial infarction undergoing percutaneous 
coronary intervention (TALOS-AMI): an investigator-initiated, open-label, 
multicentre, non-inferiority, randomised trial

31

Lancet 2021; 398: 1305–16

Inclusion Criteria

• Biomarker-positive acute myocardial infarction who underwent successful PCI
• Tolerated aspirin and ticagrelor treatment

Exclusion Criteria

• Cardiogenic shock
• Active bleeding of any major organs, bleeding diathesis or coagulopathy within 2 

months
• Intracranial bleeding, intracranial aneurysm, arteriovenous malformation, or neoplasm 
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Randomised

Treatment group Control group

Aspirin 100mg QD+ 
Clopidogrel 75mg QD

(n=1349)

Aspirin 100mg QD+ 
Ticagrelor 90mg BID

(n=1348)
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Baseline 
characteristics 
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Primary
Outcomes

De-escalation group: 4.6%
Active control group: 8.2%
HR 0.55
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Outcomes
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Subgroup 
Anaiysis



• Switching from ticagrelor to clopidogrel reduced the risk of net 
clinical events up to 12 months, mainly by reducing the 
bleeding events

• Open-label
• The non-inferiority margin is wide
• Did not do PFT or genotyping during the study conduct.

Conclusion

limitation
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Desloratadine Exposure and Incidence of Seizure: A Nordic Post-
authorization Safety Study Using a New-User Cohort Study Design, 
2001–2015

39

Drug Safety (2021) 44:1231–1242

Inclusion Criteria

• Denmark, Finland, Norway and Sweden
• All individuals with a first-ever dispensing of desloratadine in the study 

period (2001–2015)

Exclusion Criteria

• Not reside in Denmark, Finland, Norway, or Sweden at the date of first 
prescription 

• Seizure, epilepsy, malignant brain tumor, or head trauma, or had 
redeemed a prescription of antiepileptic medicine before study entry
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Baseline 
characteristics 
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Outcomes
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Outcomes



• The association between desloratadine exposure and incident seizure 
was seen in all countries, most pronounced in children aged 0–5 years.

• No difference in incidence rate of seizure was observed in adults 
between desloratadine exposed and unexposed.

• Lack of information on actual use of the redeemed desloratadine
• Not all drugs that could increase the risk of seizure were taken into 

account
• Risk of misclassification of the comorbidities included as potential 

confounders

Conclusion

limitation
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P • ≥ 18 y/o, HbA 1c 7·5–10·5%, BMI ≥25 kg/m 2, stable weight ≥ 3 month
• Inadequately controlled with oral glucose-lowering medications (alone or combine)
• Established cardiovascular disease or a high risk of cardiovascular events

I tirzepatide 5, 10, or 15 mg SC QW

C Titrated insulin glargine

O HbA1c change from baseline to 52 weeks/cardiovascular risk

• Design: randomised, open-label, active-controlled, parallel-group, phase 3 study

Tirzepatide versus insulin glargine in type 2 diabetes and increased 
cardiovascular risk (SURPASS-4): a randomised, open-label, parallel-group, 
multicentre, phase 3 trial Lancet 2021; 398: 1811–24
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Tirzepatide versus insulin glargine in type 2 diabetes and increased 
cardiovascular risk (SURPASS-4): a randomised, open-label, parallel-group, 
multicentre, phase 3 trial Lancet 2021; 398: 1811–24



Once-weekly cagrilintide for weight management in people with 
overweight and obesity: a multicentre, randomised, double-blind, placebo-
controlled and active-controlled, dose-finding phase 2 trial Lancet 2021; 398: 2160–72
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P
• ≥ 18 y/o without diabetes
• BMI ≥ 30 or BMI ≥ 27 with hypertension or dyslipidaemia

I Cagrilintide (0·3, 0·6, 1·2, 2·4, or 4·5 mg) SC QW

C Liraglutide 3·0 mg SC QD or Volume-matched placebo

O percentage change in bodyweight from baseline to week 26

• Design: multicentre, randomised, double-blind, placebo-controlled and active-controlled, dose-finding 
phase 2 trial
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INR Response to Low-Dose Vitamin K in Warfarin Patients

48

P • ≥ 18 y/o, on warfarin therapy, and received IV vitamin K 

I Vitamin K IV 0.25-0.5 mg (ultra low-dose [ULD])

C Vitamin K IV 1-2 mg (standard low dose [SLD])

O ΔINR at 36 hours

• Design: single-center, retrospective, observational cohort study

ΔINR
SLD: 0.52 [0.2, 0.91]
ULD: 0.46 [0.18, 0.55]

P=0.0354



Long-Term Safety and Tolerability of Fremanezumab for Migraine 
Preventive Treatment in Japanese Outpatients: A Multicenter, Randomized, 
Open-Label Study Drug Safety (2021) 44:1355–1364 
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P • History of migraine or clinical judgment suggests a migraine diagnosis for ≥ 12 months 

I Fremanezumab 225mg QM

C Fremanezumab 675 mg Q3M

O Adverse events/monthly migraine days and headache days of at least moderate severity

• Design: 52-week, multicenter, randomized, open-label, parallel-group study
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Long-Term Safety and Tolerability of Fremanezumab for Migraine 
Preventive Treatment in Japanese Outpatients: A Multicenter, Randomized, 
Open-Label Study Drug Safety (2021) 44:1355–1364 



Risk of Pregnancy Termination and Congenital Anomalies After
Domperidone Exposure: A Study in the EFEMERIS Database

Drug Safety (2021) 44:787–796 
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P
• All women in Haute-Garonne who had a pregnancy outcome between 1 July, 2004 and 31 December, 2017 

and were covered by the general health insurance system

I Exposed to domperidone

C Unexposed to domperidone

O The rate of pregnancy outcomes and congenital malformations

• Design: retrospective cohort study



Study of mirtazapine for agitated behaviours in dementia (SYMBAD): a 
randomised, double-blind, placebo-controlled trial

52

Study of mirtazapine for agitated behaviours in dementia
(SYMBAD): a randomised, double-blind, placebo-controlled trial

Lancet 2021; 398: 1487–97

• Design: multicentre, parallel-group, double-blind, placebo-controlled, randomised trial 

P Alzheimer's disease with coexisting agitation, Cohen-Mansfield Agitation Inventory  (CMAI) score of 45 or more 

I Mirtazapine 45mg/day

C Placebo  

O CMAI score at 12 weeks
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Antibiotics for lower respiratory tract infection in children presenting in 
primary care in England (ARTIC PC): a double-blind, randomised, placebo-
controlled trial Lancet 2021; 398: 1417–26

P
• 6 m-12 y/o
• acute uncomplicated LRTI judged to be infective
• pneumonia was not suspected clinically, with symptoms for less than 21 days

I Amoxicillin 50mg/kg per day, for 7 days (n=221)

C Placebo group (n=211)

O Duration of symptoms rated moderately bad or worse for up to 28 days or until symptoms resolved

• Design: double-blind, randomised, placebo-controlled trial



Efficacy and safety of maralixibat treatment in patients with Alagille 
syndrome and cholestatic pruritus (ICONIC): a randomised phase 2 study

Lancet 2021; 398: 1581–92

• Design: international, multicenter, phase 2b, double-blind, placebo-controlled, drug-withdrawal study 
with open-label extension

P Children aged 12 months to 18 years with a clinical diagnosis of Alagille syndrome

I maralixibat 380 μg/kg QD

C Placebo  

O mean sBA change during the RWD in participants with at least 50% sBA reduction by week 18
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Efficacy and safety of maralixibat treatment in patients with Alagille 
syndrome and cholestatic pruritus (ICONIC): a randomised phase 2 study

Lancet 2021; 398: 1581–92

Changes in 
sBA

Changes in 
pruritus
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