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Gram negatives







200 known carbapenemase-containing K pneumoniae isolates
In vitro assays with MICs in comparison to several other agents
Activity against all classes of β-lactamases
Phase 3 with cefepime compared to meropenem for cUTI
2 strains resistant to cefepime-taniborbactam, one with NDM, one with KPC-5 
and loss of 2 porins
Few MBL-expressing isolates and few OXA-48 containing isolates







Tebipenem

Summary: Oral carbapenem in late phase 3 trials
Similar to ertapenem for Gram negatives (not designed for Pseudomonas aeruginosa) 
Low MICs against MSSA, MSSE, CoNS, E faecalis



Gram positive



- Bacteriophage-encoded lysin
- In vitro testing, low MICs including for MRSA, VRSA, and daptomycin-resistant S. aureus
- Rabbit model of endocarditis, significant reduction in bioburden with combination 
therapy vs daptomycin monotherapy

- Lysin currently in Phase 3 development of S aureus bacteremia including right-sided 
endocarditis
- In vitro testing, MICs similar for MSSA, MRSA, or MDR S aureus



Other agents





Viral





Fungal



Once weekly administration
In vitro testing against collected isolates of Candida albicans, Candida glabrata, 
Candida parapsilosis, C. tropicalis, C. dublienensis, and C. krusei
Similar activity as other echinocandins against Candida spp, Aspergillus spp, not 
effective for Cryptococcus neoformans



Stewardship



45,108 patients with pneumonia admitted to non-ICU, two arms, routine care or computerized order 
entry with prompt for standard spectrum antibiotics if < 10% risk of resistant organism and feedback if 
continued extended-spectrum use





- Opt-out protocol to decrease unnecessary antibiotics in some patients with suspected sepsis
- Screened patients with negative blood cultures at 48-96h (or CoNS without central line), on broad-spectrum antibiotics, and not 
in ICU
- Safety check performed to ensure vital signs, past medical history, and laboratory values not concerning
- Patients who passed prior checks randomized to intervention where verbal intervention recommending stopping antibiotics
- If team opted to continue antibiotics still encouraged de-escalation or identifying an end date



• SER-155: designed collection of human commensal bacteria

• Goal to restore microbiome post-SCT to improve outcomes, mouse model with 
oral administration, now enrolling in phase 1b



Raj Gandhi, MD
Massachusetts General Hospital

Harvard Medical School

Disclosures: Scientific Advisory Board, Merck (> 2 years ago)
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(Join CHANT today for COVID Treatment Updates)



Slide 23 of 103 

What to Start in Pregnancy: US DHHS Guidelines Feb 10, 2021

Integrase inhibitor:

Raltegravir (twice daily) or

Dolutegravir (Preferred ARV throughout 
pregnancy and for those who are 
trying to conceive)

or

Protease inhibitor:

Darunavir/ritonavir (twice daily) or

Atazanavir/ritonavir

Two NRTIs

Abacavir/3TC

or

TDF/FTC or TDF/3TC

TAF/FTC – alternative NRTI

Plus

Bictegravir (insufficient data)
Elvitegravir/cobi (PK concerns)
DRV/cobi (PK concerns)
ATV/cobi (PK concerns)
DOR (insufficient data)
2-drug regimens not recommended
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Decreasing Rate of Neural Tube Defects (NTDs) in 
Women with HIV who Conceive While on DTG

▪ 2018: Tsepamo study found increase in NTD prevalence among infants born to 
Botswanan women who conceived on DTG (DTG vs non-DTG: 0.94% vs. 0.12%)

▪ As more data have accrued, NTD prevalence with DTG has decreased; not significantly 
different from non-DTG ART at conception

1. Zash. NEJM. 2018; 379:979. 2. Zash. IAS 2021. Abstr. PE02B52.

Conception
HIV	Negative

DTG Non-DTG EFV	

Total	NTDs	per	exposures,	n/N 9/5860 22/22,475 8/13,217 97/144,967

NTD	prevalence,	%	(95%	CI)
0.15

(0.08-0.29)
0.10	

(0.06-0.15)
0.06	

(0.03-0.12)
0.07	

(0.05-0.08)

Prevalence	diff.	for	DTG	at	
conception,	%	(95%	CI)

Ref
0.06

(-0.03	to	0.20)
0.09

(-0	to	0.23)
0.09	

(0.01-0.23)
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Overall birth defect rate with DTG use (4.1%) no different than population expected rate (2.8% and 4.2%). 

One NTD with 475 periconception DTG exposures (0.21%)
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New Insights into Weight Gain 
and Metabolic Complications
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Wang. IAS 2021. Abstr OAB0301
29

Phase 3, non-inferiority open label study in people on stable TAF-based ART with VL<50

DTG/3TC (N=369)

Day 
1

Screening 

TAF-based regimen (N=372)

DTG/3TC

Week
48

Early-switch phase Late-switch 
phase

Continuation 
phase

Week
144

Week 
24

Week
96

•Adults, VL <50 for >6 mo.
•Stable TAF-based regimen 

Randomizationa

1:1

Week 
148

Week
196

DTG/3TCDTG/3TC

•No HBV infection 
•No prior VF and no documented NRTI/INSTI 
resistance
•TAF/FTC + INSTI 79% (about 66% EVG/c), 12% 
RPV, 7% bDRV
•Median duration of ART before switch: (~3 yr)

Countries

TANGO: Switching from TAF-based ART to DTG/3TC

At week 144, rate of virologic 
suppression similar with DTG/3TC 

and TAF-based ART
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SALSA: DTG/3TC for Maintenance Therapy

• SALSA: efficacy of switching to DTG/3TC compared with continuing any 
current 3- or 4-drug ART regimen (n=493)

Who was in SALSA?
• Duration of ART: ≅5-6 yr
• NRTI: TDF (44%)
• Baseline 3rd agent: 
• INSTI (40%)
• NNRTI (50%)
• PI (10%) 

Llibre J et al, IAS 2021, Abstract OALB0303

CAR: current antiretroviral therapy 
At week 48, rate of virologic suppression similar with 

DTG/3TC and 3-or 4-drug ART
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Weight Gain after Switching to DTG/3TC: 
Lessons from TANGO and SALSA

Llibre J et al, IAS 2021, Abstract OALB0303; van Wyk J et al, CID, 2020

Study Weight change 

(kg): DTG/3TC 

vs. CAR

Demographics Baseline

TDF use

Baseline

EFV use

TANGO 0.81 vs. 0.76 kg 8% female

23% ≧50 yr

21% non-white

0% <1.5%

SALSA 2.1 vs. 0.6 kg 39% female

39% ≧50 yr

41% non-white

44% 32%

▪ Potential reasons more weight gain seen with DTG/3TC in SALSA than in TANGO

▪ Higher risk population: greater proportion female, non-white, > age 50

▪ Higher proportion were on medication that may attenuate weight gain (TDF, EFV); 

withdrawal of those medicines may have led to greater weight gain
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TDF Associated with Weight Loss:
Meta-analysis of 7 Clinical Trials in >19,000 People Without HIV 

Shah S et al, IDWeek 2021
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TDF Associated with Weight Loss:
Meta-analysis of 7 Clinical Trials in >19,000 People Without HIV 

Shah S et al, IDWeek 2021
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Incidence of Metabolic Complications in PWH Randomized to 
BIC/TAF/FTC,  DTG/ABC/3TC or DTG + TAF/FTC

Daar E et al, IDWeek 2021Initial therapy 2-drug ART Where to next?Weight gain

• Median age: early 30s. Male sex: about 90%. About 30-36% African American

• Median CD4 cell count: mid-400s



Treatment-emergent DM over 144 weeks: 1-2%

Daar E et al, IDWeek 2021



Treatment-emergent Hypertension over 144 weeks: <10%

Daar E et al, IDWeek 2021
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Does changing ART ameliorate weight gain? 

ACTG A5391 (Do-IT study): Doravirine for Persons with Excessive Weight Gain on Integrase Inhibitors and TAF
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Invasive Pneumococcal Disease (IPD) in PWH

▪ Risk of IPD is increased in PWH, even in era of widespread ART

▪ PCV13 recommended for adults with immunocompromising conditions, including 
HIV, in 2012

▪ Following this recommendation, IPD rates in PWH fell by as much as 40%

‒ Rate of PCV13 serotypes fell by up to 73%

▪ Nevertheless, 2017-18 IPD incidence rate 17-fold higher in people with HIV than in 
people without HIV

‒ PCV13 serotype IPD was 13-fold higher

Marcus. AIDS Patient Care STDS. 2016;30:463.  CDC. MMWR Morb Mortal Wkly Rep. 2010; 59: 1-18. 
CDC. MMWR Morb Mortal Wkly Rep. 2012;61:816. Kobayashi. IDWeek 2021. Abstr 70.

Slide credit: clinicaloptions.com

http://www.clinicaloptions.com/
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Vaccine-type IPD in PWH

▪ Two new pneumococcal conjugate vaccines 

recently approved, but not yet included in 

CDC recommendations on prevention of IPD

‒ PCV15 targets PCV13 serotypes plus 2 

other serotypes

‒ PCV20 targets PCV15 serotypes plus 5 

other serotypes

▪ Newly approved pneumococcal conjugate 

vaccines with higher valency may be effective 

to reduce disease burden against broad range 

of IPD serotypes observed in people with HIV 

Kobayashi. IDWeek 2021. Abstr 70.

Slide credit: clinicaloptions.com

*PCV13 serotypes 1, 5, and 14 were not detected.
†PCV23, non-PCV20 serotype 2 was not detected.

% Vaccine-Type IPD, 
2017-2018

PWH

PCV13 type* 35

PCV15 unique 15

PCV20 unique 17

PPSV23, non-PCV20† 11

Nonvaccine type 22

http://www.clinicaloptions.com/
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COVID-19 Treatment Highlights 
(join CHANT today for more)

▪ In high-risk outpatients with mild-moderate COVID-19 and within 7 days of symptom onset, 3 

days of iv remdesivir reduced hospitalization/death by 87% 

▪ In high-risk outpatients with mild-moderate COVID-19, single iv infusion of BRII-196/BRII-198 

anti-SARS CoV-2 monoclonal antibodies reduced hospitalization/death by 78%

▪ In high-risk outpatients with mild to moderate COVID-19 within 5 days of symptom onset, 

molnupiravir reduced hospitalization/death by 48%

▪ In seronegative hospitalized patients requiring low flow or no oxygen and who are within 10 

days of symptom onset, casirivimab/imdevimab associated with decreased mortality

▪ In a phase 3 pre-exposure prophylaxis trial (PROVENT; n=5197)), single dose of 

tixagevimab/cilgavimab (AZD7442) reduced risk of symptomatic COVID-19 by 77%

Hill J et al, IDWeek, 2021; Evering T et al, IDWeek 2021; Mylonakis E et al, IDWeek 2021; Levin M et al, IDWeek 2021
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Other IDWeek 2021 Highlights

▪ Currently, monthly doses of palivizumab during RSV season used to prevent RSV in infants at 

high risk (eg, prematurity). 

‒ In phase 3 trial (MELODY, n=1490), single IM dose of nirsevimab (longer half-life) reduced medically 

attended RSV lower respiratory tract infections by 75% in otherwise healthy infants (NNT: 11)

▪ In phase 2b trial in older adults (CYPRESS), Ad26.RSV.preF-based vaccine reduced RSV lower 

respiratory tract infection by 70-80%. Several RSV vaccines, including this one, in phase 3 trials

▪ In a retrospective study involving 132 adults with osteomyelitis, two doses of dalbavancin 

compared favorably to standard of care antibiotics (oral or iv)

‒ About 75% had lower extremity osteomyelitis; about 45% had diabetic foot infection

‒ Treatment failure about 20% in both groups 

‒ Shorter hospital length of stay, fewer catheter related complications in the dalbavancin group

‒ Larger, prospective and randomized trials needed

Hammitt L et al, IDWeek 2021, LB13; Falsley A et al, IDWeek 2021, LB14; Cain A et al, IDWeek 2021, #108


