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Background. Rapid and accurate diagnosis of extra-pulmonary tuberculosis 
(EPTB) is imperative for early treatment and better patient outcome. Loop-mediated 
Isothermal Amplification (LAMP) is a promising nucleic-acid amplification assay. 
LAMP assay could be carried out in simple water bath under isothermal conditions in 
60 minutes, and can be performed in any laboratory even in rural setting in resource 
poor endemic countries. We evaluated LAMP assay using two different target regions 
LAMP primers specific for Mycobacterium tuberculosis complex for the diagnosis of 
EPTB.

Methods. LAMP assay using 6 primers (each for IS6110 and IS1081) specific for 
Mycobacterium tuberculosis complex were performed on patients suspected of EPTB 
on various EPTB samples(CSF, Synovial fluid, Lymaphnode and tissue biopsies and 
various other samples) of 150 patients (50 confirmed, 100 suspected) Clinically sus-
pected of EPTB and 100 non-TB control subjects.

Results. Overall LAMP test (using any of the two targets) had sensitivity and 
specificity of 96% and 100% for confirmed (50 culture positive) EPTB cases. In 100 
clinically suspected but unconfirmed EPTB cases, LAMP was positive in 87 out 
of 100 cases (87%). Sensitivity of IS6110 LAMP, 1S1081 LAMP and IS6110 PCR 
for clinically suspected cases was 78 (78%), 84 (84%) and 70 (70%), respectively. 
In total 150 EPTB patients, the overall sensitivity of microscopy, culture, IS6110 
PCR, IS6110 LAMP, 1081 LAMP and the LAMP test (if any of the two targets were 
used) were 4%, 33.3%, 74.6%, 82.66%, 87% and 92%, respectively. Specificity of all 
the tests was 100%. There were 8 cases which were missed by IS6110 LAMP and 2 
cases by 1081 LAMP.

Conclusion. LAMP assay using two targets is a promising technique for rapid 
diagnosis of EPTB in 60 minutes especially in a resource poor setting who are still 
battling with this deadly disease.
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Background. Meningeal tuberculosis (MTB) is the most lethal and disabling form 
of Mycobacterium Tuberculosis infection. In Colombia, it represents the second most 
frequent extrapulmonary location. Co-infection with the Human Immunodeficiency 
Virus (HIV) is one of the factors that most impacts their clinical results. Therefore, in 
this article we present the experience of 10 years of managing patients with MTB, with 
and without HIV coinfection.

Methods. A retrospective observational study was conducted between January 
2008 and December 2018, with clinical information from patients diagnosed with 
MTB at Teaching Hospital Fundación Valle del Lili. Using absolute and relative fre-
quency tables, sociodemographic, clinical characteristics and treatment outcomes were 
described, according to HIV infection status. P values < 0.05 were taken as significant 
and 95% confidence intervals were used for comparison of proportions.

Results. 61 patients with MTB diagnosed were enrolled. They represented 6.43% 
of all TB locations in the institutional registry. HIV coinfection was found in 26.2% of 
cases (n=16). Most of patients were men (65.6%), from urban areas (78.7%), and a me-
dian age of 39 years. Acute and subacute evolution of the infection was observed in half 
of the patients (50.8%). Also 85% presented some degree of neurological impairment. 
Bacteriological demonstration was achieved in 60.6% of all cases. 88% received drugs 
for sensitive TB, for a median of 9.5 months, and 52.5% received concomitant steroids 
drugs. Of the 36 subjects with information about their outcome, 42.6% were successful 
at treatment, 1 failed in the non-HIV group and 9 died (1 with HIV). 77% of all deaths 
were associated with TB.

Conclusion. MTB generates a significant burden disease. The characteristics of its 
insidious clinical presentation and the difficulty in achieving bacteriological demon-
stration in all patients make its timely diagnostic and therapeutic approach challenging.
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Background. In the cystic fibrosis lung, infections by intracellular pathogens, 
such as Mycobacteria, are problematic to treat due to a thick buildup of mucous 
as well as the difficulty of many anti-microbial agents, such as amikacin, to pene-
trate across the plasma membranes of infected cells. Lipid NanoCrystals (LNCs), 
mediate oral bioavailability for injectable drugs, reduce toxicity, and significantly 
enhance targeting to mycobacterial infected cells followed by intracellular drug 
delivery.

Methods. The oral efficacy of Amikacin-LNC (AmK-LNC) was evaluated in the 
cystic fibrosis (B6CFTRtm1UNC/CFTRtm1UNC) chronic mouse model against each of 
the three NTM strains having high resistance to macrolide antibiotics (M.  avium 
subsp intracellulare 25292, M.  abscesus ssp abscessus 1513, and M.  abscessus ssp 
bolletii  1948). Mice were infected with a pulmonary aerosol of 1x108 CFUs of 
the macrolide resistant strain and treated daily starting on day 28 for a total of 8 
weeks with saline control, oral LP-4 CAmK Lyophilized 50  mg/kg BID, oral LP-4 
CAMK Lyophilized 100  mg/kg BID, IP Amikacin (AMI) 150  mg/kg QD, or oral 
Clarithromycin 250 mg/kg QD. Bacterial burden was measured on day 1, 27, 42, 56 
and 84 after infection by plating serial dilutions of organ homogenates on nutrient 
7H11 and charcoal agar and counting CFUs after 25-30  days incubation at 32°C. 
Results represent the average of six experiments (n=5 mice per experiment) bacterial 
load was expressed as the average Log10 CFU (± SEM) cells (± SEM). ANOVA, saline 
control compared to drug-treated groups, * denotes the compound that resulted in 
the highest bacterial reduction, *p< 0.05.

Results. Oral administration of AmK-LNCs safely and effectively treated all three 
macrolide resistant Mycobacteria infections. Colony counts showed that oral admin-
istration of AmK-LNC resulted in CFU lung, spleen and liver counts lower than treat-
ment with IP amikacin or clarithromycin.

Lung pathology showed that lesions were more numerous and larger in infected 
mice treated with clarithromycin or amikacin compared to the smaller lesions after 
treatment with oral AmK-LNC.

Bacterial Counts in the Lungs (A), Spleens (B) and Livers (C)
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Lung Pathology

Conclusion:  Conclusions
Oral administration of amikacin-LNCs safely and effectively treats macrolide re-

sistant mycobacterial infections in a mouse model of Cystic Fibrosis.
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Background. The risk of latent tuberculosis infection (LTBI) reactivation in 
cancer patients during checkpoint inhibitor immunotherapy (CPI) remains largely un-
known. We sought to evaluate LTBI therapy and outcomes between cancer patients 
receiving CPI versus conventional chemotherapy (CC) and hematopoietic cell trans-
plantation (HCT) recipients.

Methods. We conducted a retrospective cohort study of adult patients with LTBI 
(positive T-SPOT TB test) at MD Anderson Cancer Center between April 2016 and 
May 2020, who received CPI or combined with other conventional chemotherapy. 
Thereafter we compared each group to patients treated with other anti-cancer therapies 
including CC alone or HCT.

Results. We identified 106 patients with LTBI, who were analyzed into 3 distinct 
groups: CPI (32 patients, 30%) CC alone (37 patients, 35%), and HCT (37 patients, 
35% (7 autologous versus 30 allogeneic). The majority of patients in the CPI group 
(97%) had solid tumors compared to 54% in the CC group. Nivolumab was the most 
commonly used CPI agent in 13 patients (40%), followed by pembrolizumab 10 pts 
(31%). In the CPI group, 20 pts (62%) received LTBI therapy that included Isoniazid 
(INH), versus 18 patients (49%) in the HCT group and 16 patients (43%) in the CC 
group (p=0.26). Only 3 patients (CC group) had TB reactivations (8%; p=0.11). None 
of these 3 patients had received LTBI therapy or corticosteroids prior to the diagnosis. 
Immune-related adverse effect (IrAEs) were reported in 11  pts (34%) patients, and 
9 (82%) of them received corticosteroids. Out of 20 of CPI patients whom received 
INH, 4 (20%) developed possible INH-induced liver toxicities leading to interruption 
of medication versus 1 (6%) patient which had mild hepatitis in CC group versus none 
of HCT patients (p=0.09).

Conclusion. Our data suggest that latent tuberculosis reactivation remains rare, 
especially in the severely immunocompromised patients on CPI, CC and steroids. 
However, hepatotoxicity is relatively common in patients treated with CPI and INH. 
Therefore, caution and close laboratory and clinical monitoring is required to avoid 

significant hepatic injury and interruption of LTBI therapy and lifesaving oncological 
therapy.
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Background. SPR719 (the active metabolite of phosphate prodrug SPR720) 
belongs to a novel class which targets the ATPase subunits of gyrase by a mechanism 
distinct from fluoroquinolones. SPR719 has potent antibacterial activity against nontu-
berculous mycobacteria strains (NTM), including Mycobacterium avium, and is under 
development for treatment of NTM pulmonary disease. Oral efficacy of SPR720 was 
evaluated alone and in combination treatment in the C3HeBFeJ chronic mouse infec-
tion model which produces necrotic granulomas, similar to humans.

Methods. Mice were infected with a pulmonary aerosol of 1x108.5 CFU of 
M. avium ATCC 700898, (SPR719 MIC = 2 mg/mL). Treatment started on day 28 for 8 
weeks with: saline, clarithromycin 250 mg/kg (CLR) QD, SPR720 at 10, 30 and 100 mg/
kg QD, or SPR720 at 50 mg/kg BID. SPR720 at 30 mg/kg QD was also combined with 
CLR +/- ethambutol at 100  mg/kg (EMB), or CLR + rifabutin at 100  mg/kg (RFB) 
+/- EMB. Mice were evaluated for bacterial burden (CFU) on days 1, 27 and 60 after 
infection by plating serial dilutions of organ homogenates on nutrient 7H11 and char-
coal agar plates. Lung pathology was evaluated by assessing prevalence and size of pul-
monary lesions.

Results. CLR treatment for 28  days showed a significant reduction in the bac-
terial burden in the lung, spleen, and liver compared to the untreated control. SPR720 
demonstrated a dose dependent reduction in bacterial burden, including at 100 mg/kg 
which showed a statistically significant reduction in the bacterial burden in the lung, 
spleen, and liver. CLR + EMB + SPR720 at 30 mg/kg reduction in the bacterial burden 
in the lung, spleen, and liver. RFB when added to the treatment regimen did not dem-
onstrate enhanced efficacy compared the additive effect of EMB + CLR +/- SPR720. 
Lung pathology showed that lesions were less numerous and smaller in infected mice 
treated with all regimens.

Conclusion. Oral administration of SPR720 demonstrated a statistically signifi-
cant reduction in the bacterial burden in all tissues with concomitant improvement 
in lung pathology, both alone and in combination with standard of care agents. These 
results support the continued development of SPR720 for treatment of NTM pul-
monary infections.
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Background. In Directly Observed Treatment (DOT) monitoring strategy for the 
treatment of tuberculosis (TB), the patient has to travel daily to the health institution 
to take the TB medication. Although has been usefulness, this strategy increases the 
catastrophic costs of the disease, rising the probability of rejection, abandonment, and 
failure to treatment. Therefore, a monitoring strategy was implemented through video 
calls phone known as Synchronous Video Observed Therapy (S-VOT), to document 
the experience and its results in a series of patients from a low-middle income country.

Methods. A prospective case series study was conducted involving 23 TB 
patients managed with standard treatment, who were supervised through daily video 
call phone, during 2019, Cali-Colombia. Adherence to VOT strategy and treatment 
were evaluated, as well as patient characteristics, adverse drug effects, perception and 


