


Metronomic capecitabine as adjuvant therapy in locoregionally advanced 
nasopharyngeal carcinoma: a multicentre, open-label, parallel-group, 
randomised, controlled, phase 3 trial Volume 398, Issue 10297, 24–30 July 2021, Pages 303-313

• Design: multicentre, open-label, parallel-group, randomised, controlled, phase 3 trial

Inclusion Criteria

• aged 18–65 years, at 14 hospitals in China
• nasopharyngeal carcinoma stage III–IVA, excluding T3–4N0 

and T3N1 disease
• complete the recommended standard of care

Exclusion Criteria

• Did not complete the recommended concurrent 
chemoradiotherapy or induction chemotherapy

• receiving previous radiotherapy or chemotherapy before 
• receiving surgery, biotherapy, or immunotherapy
• a history of cancer
• an illness that would interfere with the ability to take oral 

medication
• a severe coexisting illness
• being pregnant or lactating

N=406

Standard Therapy
(n=202)

Metronomic
Capecitabine

(n=204)

Primary endpoint:
Failure-free survival at 3 years, defined as the time 
from randomisation to disease recurrence or death 
due to any cause. 2



Baseline characteristics
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Primary Outcomes
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Secondary outcomes
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Safety
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• addition of metronomic capecitabine significantly improved failure-free 
survival in patients with high-risk locoregionally advanced 
nasopharyngeal carcinoma 

• open-label
• The study was done in an endemic region (China)
• Different induction chemotherapy regimens and cycles

Conclusion

limitation
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Pembrolizumab plus chemotherapy versus chemotherapy alone for first-
line treatment of advanced oesophageal cancer (KEYNOTE-590): a 
randomised, placebo-controlled, phase 3 study

Volume 398, Issue 10302, 28 August–3 September 2021, Pages 759-771
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Pembrolizumab plus chemotherapy versus chemotherapy alone for first-
line treatment of advanced oesophageal cancer (KEYNOTE-590): a 
randomised, placebo-controlled, phase 3 study

Volume 398, Issue 10302, 28 August–3 September 2021, Pages 759-771

N=749

Placebo
(n=376)

Pembrolizumab
(n=373)

Inclusion Criteria

• July 25, 2017-June 3, 2019 in 26 countries
• Adult (≥18 y/o) patients with previously untreated, locally 

advanced, unresectable or metastatic oesophageal cancer 
or Siewert type 1 gastro-oesophageal junction cancer

Exclusion Criteria

• resectable or potentially curable with radiation therapy 
• previous therapy
• EGFR(+) 
• CNS metastases or carcinomatous meningitis or both
• autoimmune disease that had required systemic 

treatment

Chemotherapy
5-fluorouracil 800 mg/m 2 on days 1–5 +

cisplatin 80 mg/m 2 on day 1

• Design: randomised, placebo-controlled, double-blind, 
phase 3 study
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Baseline characteristics 
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Results-Overall survival

Pembrolizumab Placebo HR

oesophageal squamous cell 
carcinoma, PD-L1 CPS ≥10

13.9 months 8.8 months 0.57

oesophageal squamous cell 
carcinoma

12.9 months 9.8 months 0.72
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Results-Progression-free survival

Pembrolizumab Placebo HR

oesophageal squamous cell 
carcinoma

6.3 months 5.8 months 0.65

PD-L1 CPS of 10 or more 7.5 months 5.5 months 0.51
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Safety
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• Compared with placebo, pembrolizumab plus chemotherapy significantly 
improved overall survival and progression-free survival 

• Pembrolizumab plus chemotherapy should be considered for patients 
with unresectable, metastatic oesophageal cancer in the first-line setting 

• Include both adenocarcinoma and squamous cell carcinoma histologies, 
responses might differ between these groups

• Not stratify based on PD-L1 status

Conclusion

limitation
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Evaluating Sacubitril/Valsartan Dose Dependence on Clinical Outcomes in 
Patients With Heart Failure With Reduced Ejection Fraction

Annals of Pharmacotherapy 2021, Vol. 55(9) 1069–1075

N=721

97/103
(n=205)

24/26 mg
(n=351)

49/51 mg
(n=165)

97/103
(n=179)

24/26 mg
(n=326)

49/51 mg
(n=147)

Inclusion Criteria

• Adult (≥18 y/o) 
• Diagnosed with HFrEF (ejection fraction [EF] ≤ 

40%) and received sacubitril/valsartan
• July 2015 to December 2019

Exclusion Criteria

• Receive sacubitril/valsartan for less than 1 year 
• Undergoing dialysis

Coprimary outcomes

• all-cause mortality and hospitalization for HF
• 3.5 years following

• Design: retrospective, multicenter cohort study

propensity matching
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Baseline characteristics 
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Results

24/26 mg 29.14%

49/51 mg 19.51%

97/103 mg 16.10%

24/26 mg 29.63%

49/51 mg 17.58%

97/103 mg 9.27%
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Results
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• 49/51- or 97/103-mg dose is associated with a lower HF hospitalization 
or mortality rate compared with the 24/26-mg dose group.

• No significant difference in the HF hospitalization or mortality rates 
between the 49/51- and 97/103-mg groups.

• retrospective study
• 3 dose groups based on the most frequent dose during the follow-up 

period
• some clinical data were limited by availability
• authors did not calculate a sample size between each dose group
• patients in the lower-dose group were numerically older

Conclusion

limitation
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Impact of Extended-Interval Versus Standard Dosing of Zoledronic Acid 
on Skeletal Events in Non–Small-Cell Lung Cancer and Small-Cell Lung 
Cancer Patients With Bone Metastases

• 目的：To determine whether 
the rate of SRE at 1 year in lung 
cancer patients with bone 
metastases receiving zoledronic 
acid Q12wk is similar to Q4wk 
dosing.

Annals of Pharmacotherapy 2021, Vol. 55(6) 697–704
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Impact of Extended-Interval Versus Standard Dosing of Zoledronic Acid 
on Skeletal Events in Non–Small-Cell Lung Cancer and Small-Cell Lung 
Cancer Patients With Bone Metastases

Annals of Pharmacotherapy 2021, Vol. 55(6) 697–704

Inclusion Criteria

• Adult (≥18 y/o) 
• metastatic NSCLC or SCLC with at least 

1 bone metastasis
• received at least 2 doses zoledronic 

acid for the prevention of SREs
• January 1, 2012, and December 31, 

2018

Exclusion Criteria

• incomplete medical records
• received prior IV bisphosphonates or 

denosumab

• Design: single-center, retrospective 
cohort analysis

Study Inclution
N=80

Q4wk
(n=46)

Q12wk
(n=34)

N=216
• Incomplete fullow-up (50)
• Received 1 dose of 

Zoledronic Acid (39)
• Received Zoledronic Acid 

of hypercalcemia (34)
• Prior bisphosphate 

therapy (13)

22



Baseline characteristics 

NSCLC: n = 77, 96.3%

• bone metastases (P = 0.944)
• history of SRE (P = 0.555)
• history of oral bisphosphonate 

(P = 0.388)
• concomitant calcium (P = 0.159)
• vitamin D (P = 0.921)

• the Q12wk cohort were more 
treated with an EGFR inhibitor 

• the Q4wk cohort were more likely 
to have received traditional 
chemotherapy 23



Outcomes

Primary 
Outcome

Secondary
Outcome
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Median time to first SRE Average time to first SRE Overall survival (OS)

Q12wk not reached 10.6 months 24.00 months

Q4wk not reached 9.9 months 8.97 months

P = 0.530 no difference P = 0.022, [HR] = 0.528

Outcomes
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Safety

no difference

no difference
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• Extended-interval dosing may be safe and reasonable for 
patients with lung cancer with bone metastases. 

• Retrospective study, small sample size, single center
• Few patients had SCLC
• Primary treatments for lung cancer differed between cohorts
• The true incidence of ONJ may be underreported

Conclusion

limitation
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Discontinuing β-lactam treatment after 3 days for patients with 
community-acquired pneumonia in non-critical care wards (PTC): a double-
blind, randomised, placebo-controlled, non-inferiority trial

28

Lancet 2021; 397: 1195–203

N=310

Placebo
(n=157)

β-lactam group
(n=153)

Inclusion Criteria

• Dec 19, 2013 - Feb 1, 2018, in 16 centres in France
• Adult (≥18 y/o) 
• Moderately severe community-acquired pneumonia, treated 

with β-lactam monotherapy according to European guidelines, 
and who after 72 h of treatment had a clinical response

Exclusion Criteria

• Signs of severe or complicated community-acquired 
pneumonia

• Known immunosuppression
• Health-care-associated pneumonia or suspicion of aspiration 

pneumonia
• Any other infection necessitating concomitant antibiotic 

treatment

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

Primary outcome :
Cure 15 days after the start of antibiotic treatment 
with β-lactam therapy. 



Baseline characteristics 
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Primary 
Outcomes
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Cure on day 
15



Secondary 
Outcomes
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Adverse 
events

32

The most 
common

serious 
adverse events



• Among patients with community-acquired pneumonia in non-
critical care wards, a strategy of discontinuation of antibiotic 
treatment proved to be non-inferior to 8 days of treatment.

• Cannot be extrapolated to patients who do not respond after 3 days of 
β-lactam therapy

• Only patients treated with β-lactam monotherapy were enrolled 
• Didn’t identify a causative microorganism
• Quite wide 95% CIs in subgroup analyses

Conclusion

limitation
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Efficacy and safety of dolutegravir with emtricitabine and tenofovir alafenamide 
fumarate or tenofovir disoproxil fumarate, and efavirenz, emtricitabine, and 
tenofovir disoproxil fumarate HIV antiretroviral therapy regimens started in 
pregnancy (IMPAACT 2010/VESTED): a multicentre, open-label, randomised, 
controlled, phase 3 trial

34

Lancet 2021; 397: 1276–92

Inclusion Criteria Exclusion Criteria

• Pregnant women (aged ≥18 years)
• HIV-1 infection and at 14–28 weeks' gestation
• Between Jan 19, 2018, and Feb 8, 2019

• Previously taken antiretrovirals in the past
• Multiple fetuses, known fetal anomaly or a history 

of psychiatric illness

• Design: multicentre, open-label, randomised controlled, phase 3 trial

N=643

Efavirenz(EFV)/emtricitabine
(FTC) /tenofovir disoproxil 

fumarate(TDF)
600/200/300mg

(n=211)

Dolutegravir(DTG) 50mg+

emtricitabine(FTC) 
/tenofovir alafenamide 

fumarate(TAF) 200/25mg
(n=217) 

Dolutegravir(DTG) 50mg
+emtricitabine(FTC) 
/tenofovir disoproxil 

fumarate(TDF) 200/300mg
(n=215)



Baseline 
characteristics 
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Baseline 
characteristics 



Primary Outcomes

37

已達到病毒抑制的孕婦人數

尚未達到病毒抑制的孕婦人數

Median
17.4 wks



Primary Outcomes- HIV-1 RNA<200copies
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Safety- maternal
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Safety-infant
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Safety-infant
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• Dolutegravir-containing regimens had a significantly higher rate 
of viral suppression at delivery and a significantly shorter time 
to viral suppression

• Dolutegravir, emtricitabine, and tenofovir alafenamide 
fumarate had the most favourable safety profile

• open-label
• Cannot evaluate the effects of drug exposure at conception or 

in early pregnancy on adverse pregnancy outcomes
• excluded pregnant women with multiple gestations, known 

fetal anomalies, or other medical conditions

Conclusion

limitation
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The DIANA Study: Continued Access to Darunavir/Ritonavir (DRV/r) and 
Long-Term Safety Follow-Up in HIV-1-Infected Pediatric Patients Aged 3 to 
< 18 Years

44

P • aged 3 to <18 years, who continued to benefit from using DRV
• Had completed DRV treatment in the DELPHI, DIONE, or ARIEL studies.

I Using DRV/r (Darunavir/Ritonavir)

C Not using DRV/r

O Adverse events (AEs)

• Design: open-label, single-arm, continued access study

Drug Safety volume 44, pages439–446 (2021)



Association Between Prenatal Opioid Exposure and Neurodevelopmental 
Outcomes in Early Childhood: A Retrospective Cohort Study

45

P • Pregnant women aged 12–55 years 
• Live-birth infants born from 2010 to 2012

I Exposed to prescription opioids

C Unexposed to prescription opioids

O Incidence of neurodevelopmental disorders.

• Design: retrospective cohort study

Drug Safety volume 44, pages863–875 (2021)



Inhaled budesonide for COVID-19 in people at high risk of complications in the 
community in the UK (PRINCIPLE): a randomised, controlled, open-label, adaptive 
platform trial

P • ≥ 65 y/o or 50 y/o with comorbidities
• unwell for up to 14 days with suspected COVID-19 but not admitted to hospital

I usual care + inhaled budesonide (800 μg BID for 14 days)

C usual care 

O Time-to-first-recovery

• Design: multicentre, open-label, multi-arm, randomised, controlled, adaptive platform trial

SARS-CoV-2-positive primary analysis population
Concurrent randomisation SARS-CoV-2-
positive population

46

Lancet 2021; 398: 843–55



Azithromycin for community treatment of suspected COVID-19 in people at 
increased risk of an adverse clinical course in the UK (PRINCIPLE): a randomised, 
controlled, open-label, adaptive platform trial

47

Lancet 2021; 397: 1063–74

P • ≥ 65 y/o or 50 y/o with comorbidities
• Ongoing symptoms from PCR-confirmed or suspected COVID-19

I azithromycin 500 mg QD PO x 3days + usual care

C usual care 

O time to first self-reported recovery within 28 days



Direct Oral Anticoagulants Versus Warfarin in the Treatment of Left 
Ventricular Thrombus

48

P • ≥ 18 y/o, definite diagnosis of LV thrombus 
• Treated with either warfarin or a DOAC within 30 days of first diagnosis

I DOAC (ie, apixaban, rivaroxaban, dabigatran, or edoxaban)

C Warfarin 

O The composite of LV thrombus persistence, stroke, or systemic embolism

• Design: retrospective single-center study

Annals of Pharmacotherapy 2021, Vol. 55(7) 839–845 



Ipatasertib plus abiraterone and prednisolone in metastatic castration-
resistant prostate cancer (IPATential150): a multicentre, randomised, 
double-blind, phase 3 trial

49

P • ≥ 18 y/o, previously untreated asymptomatic or mildly symptomatic mCRPC
• progressive disease and Eastern Collaborative Oncology Group performance status of 0 or 1

I Ipatasertib (400 mg QD PO)+abiraterone (1000 mg QD PO) and prednisolone (5 mg BID PO)

C Placebo+abiraterone (1000 mg QD PO) and prednisolone (5 mg BID PO)

O Radiographical progression-free survival

• Design: randomised, double-blind, phase 3 trial

Lancet 2021; 398: 131–42



Bisphosphonate Versus Bisphosphonate and Calcitonin for the Treatment 
of Moderate to Severe Hypercalcemia of Malignancy

50

P • ≥ 18 y/o
• serum calcium concentration greater than 13 mg/dL and/or ionized calcium greater than 1.50 mmol/L

I Bisphosphonate + usual care

C Bisphosphonate with calcitonin + usual care

O Change in corrected serum calcium concentrations 48 hours after treatment

• Design: retrospective, observational cohort study

Annals of Pharmacotherapy 2021, Vol. 55(3) 277–285



Once-weekly tirzepatide versus once-daily insulin degludec as add-on to metformin 
with or without SGLT2 inhibitors in patients with type 2 diabetes (SURPASS-3): a 
randomised, open-label, parallel-group, phase 3 trial

51

P • ≥ 18 y/o, HbA 1c 7·0–10·5%, BMI ≥25 kg/m 2, stable weight
• insulin-naive and treated with metformin alone or in combination with an SGLT2 inhibitor for at least 3 months

I tirzepatide 5, 10, or 15 mg SC QW

C Titrated insulin degludec QD

O mean change from baseline in HbA 1c at week 52

• Design: open-label, parallel-group, multicentre, multinational, phase 3 study

Lancet 2021; 398: 131–42
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Once-weekly tirzepatide versus once-daily insulin degludec as add-on to metformin 
with or without SGLT2 inhibitors in patients with type 2 diabetes (SURPASS-3): a 
randomised, open-label, parallel-group, phase 3 trial Lancet 2021; 398: 131–42



Efficacy and safety of a novel dual GIP and GLP-1 receptor agonist 
tirzepatide in patients with type 2 diabetes (SURPASS-1): a double-blind, 
randomised, phase 3 trial

53

P • ≥ 18 y/o, Type 2 DM, HbA 1c 7·0–9·5%, BMI ≥23 kg/m 2, stable weight
• naive to injectable diabetes therapy

I tirzepatide 5, 10, or 15 mg SC QW

C Placebo

O mean change from baseline in HbA 1c at week 40

• Design: 40-week, multicentre, randomised, double-blind, placebo-controlled, parallel group trial

HbA 1c

FSG

Lancet 2021; 398: 143–55
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