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· In people, mass distribution of oral azithromycin twice a year has showed decreased child mortality between age 1-5 yo looking at 2 year period
· Same time though, shows macrolide resistance to streptococcus pneumoniae in nasopharynx as well as macrolide resistance in gut
· This study looked at longer term (4 years) twice a year administration with effect on gut resistome, reservoir of antimicrobial-resistance genes in the body
· Mass distribution of azithromycin twice a year to 30 villages in Niger for children between 1-5 years old for 4 hours vs placebo
· Looked at rectal swab for gut resistome (machine sequencing for antibiotic resistance-gene)
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· Results: saw increase in macrolide resistance determinants in the gut at 36 mo and 48 mo for azithromycin group. 
· Most interesting was increase in nonmacrolide resistance with mass azithromycin distribution, most notably in aminoglycocides, beta-lactams, trimethoprim, metronidazole
· Although azithromycin preferentially reduces susceptible pathogens, such as campylobacter species, it may also affect the abundance of other species in the gut. Thus, under the selection pressure of azithromycin, not only are gut bacteria harboring macrolideresistance determinants potentially selected for, but bacteria carrying nonmacrolide-resistance determinants may also be selected for sometimes if they reside in the same bacterial lineages
· Limitations: samples from children of whole village, did not take down information of symptomatic infectious illness, so cannot make clinical inferences. Rural setting, so hard to make generalizations to other population.
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Abstract

Thoracic radiography is a useful technique for the evaluation of cardiac dimensions,
especially when echocardiography is not possible. The vertebral left atrial size (VLAS)
has recently been proposed as a new radiographic method for quantifying left atrial
dimensions in dogs. The aims of this retrospective, reference interval, observational
study were to describe values for VLAS in a group of healthy adult dogs and to com-
pare intraobserver and interobserver agreement for VLAS versus vertebral heart score
(VHS) methods. Thoracic radiographs of 80 healthy adult dogs were evaluated. Nor-
mal left atrial size was determined based on an echocardiographic left atrial-to-aorta
ratio < 1.6. The VLAS and vertebral heart score values were measured from right lat-
eral radiographs. The correlations between VLAS, the vertebral heart score, and the
left atrial-to-aorta ratio were evaluated. The effects of body weight, sex, and age were
also tested using regression analyses. The median value of VLAS were 1.9, with aref-
erence interval of 1.4-2.2. A positive correlation was found between VLAS and verte-
bral heart score values (r = 0.53; P < .0001). No effect of body weight, sex, and age on
VLAS was detected. Excellent intraobserver and interobserver agreements were found
for both VLAS and vertebral heart score methods (intraclass correlation coefficients >
0.91). Findings from this sample of healthy dogs indicated that VLAS is a repeatable
radiographic method for quantifying left atrial size. Further studies are warranted to

evaluate this measure in clinically affected dogs.
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FIGURE 1 Lateralthoracic radiographillustrating methods used
for measuring vertebral left atrial size in a dog of the study (kVp 61,
mAs 8.0). A line was measured from the center of the most ventral
aspect of the carina to the most caudal aspect of the left atrium where
it intersected with the dorsal border of caudal vena cava. The same
line, then, was drawn beginning at the cranial edge of T4 and extending
caudally just ventral and parallel to the vertebral canal, and the length
was expressed in vertebral body units to the nearest 0.1 vertebra. For
this dog, the VLAS was 2.2 vertebrae
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ABSTRACT

BACKGROUND

Mass distribution of azithromycin to preschool children twice yearly for 2 years
has been shown to reduce childhood mortality in sub-Saharan Africa but at the
cost of amplifying macrolide resistance. The effects on the gut resistome, a reser-
voir of antimicrobial resistance genes in the body, of twice-yearly administration
of azithromycin for a longer period are unclear.

METHODS

We investigated the gut resistome of children after they received twice-yearly dis-
tributions of azithromycin for 4 years. In the Niger site of the MORDOR trial, we
enrolled 30 villages in a concurrent trial in which they were randomly assigned to
receive mass distribution of either azithromycin or placebo, offered to all children
1 to 59 months of age every 6 months for 4 years. Rectal swabs were collected at
baseline, 36 months, and 48 months for analysis of the participants’ gut resistome.
The primary outcome was the ratio of macrolide-resistance determinants in the
azithromycin group to those in the placebo group at 48 months.

RESULTS

Over the entire 48-month period, the mean (+SD) coverage was 86.6+12% in the
villages that received placebo and 83.2+16.4% in the villages that received azithro-
mycin. A total of 3232 samples were collected during the entire trial period; of the
samples obtained at the 48-month monitoring visit, 546 samples from 15 villages
that received placebo and 504 from 14 villages that received azithromycin were
analyzed. Determinants of macrolide resistance were higher in the azithromycin
group than in the placebo group: 7.4 times as high (95% confidence interval [CI],
4.0 to 16.7) at 36 months and 7.5 times as high (95% CI, 3.8 to 23.1) at 48 months.
Continued mass azithromycin distributions also selected for determinants of non-
macrolide resistance, including resistance to beta-lactam antibiotics, an antibiotic
class prescribed frequently in this region of Africa.

CONCLUSIONS

Among villages assigned to receive mass distributions of azithromycin or placebo
twice yearly for 4 years, antibiotic resistance was more common in the villages that
received azithromycin than in those that received placebo. This trial showed that mass
azithromycin distributions may propagate antibiotic resistance. (Funded by the Bill and
Melinda Gates Foundation and others; ClinicalTrials.gov number, NCT02047981.)

N ENGL) MED 383;20 NEJM.ORG NOVEMBER 12, 2020

O W AT AT Tt T W /N el O e £ P e

— oo

.

-




image3.png
B 48 Months

Aminocoumarins 150 Aminoglycosides Beta-lactams
125 ° N ° 3
10.0- ° 004 % e 6
7.54
T 5.0 e 41
2 25 e o 2-
‘E 004 Lodwts o 0
=
5]
ﬁ Cationic Antimicrobial
z 100+ . Peptides . 150+ AEIfamycl. ns 1004
£ 804 % 0 g 30
-2 100+ & a
E 60— o :A - 60
540 — . 504 o 40
8 20+ _ay . ;’. oy M '7 204
3 Ol sty — o O,M 0-
£
g Metronidazole Macrolides Phenicol
& 100 ° 300 ° 500-] °
5 754 2004 N 4004
8 5ol o 2. 3004
5 54p o 1009, %gg: o
5 o % oL o
<
3 Sulfonamid i i
B o4 304 ulfonami ;5 1500 A‘Trlmetho.prlm
E . 1250 3°
£ 004 2 09, @ 10007 “a -
2 a — | —_— —_—
*| = M =
— —oo% 3 °
0 0 Soo 0 TN S





image4.png
The NEW ENGLAND JOURNAL of MEDICINE

REVIEW ARTICLE

Dan L. Longo, M.D., Editor

Cytokine Storm

David C. Fajgenbaum, M.D., and Carl H. June, M.D.





image5.png
Received: 31 January 2020 | Revised: 25 April 2020 | Accepted: 27 April 2020

DOI:10.1111/vru.12896

ORIGINAL INVESTIGATION WILEY

Radiographic vertebral left atrial size: A reference interval
study in healthy adult dogs

| Tina Pelligra |

Tommaso Vezzosi | Caterina Puccinelli | Rosalba Tognetti ®
Simonetta Citi ®




