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Surge of Mpox Cases in 
Lombardy Region, Italy, October 
2023—January 2024

TO THE EDITOR—We read with interest 
the article by Grov et al in which the au
thors found, by means of a survey in the 
United States, that behavioural changes 
occurred during the 2022 mpox outbreak 
to reduce mpox risk [1]. Nevertheless, 
65% of respondents did not yet receive 
a vaccine dose at the end of the study 
period (November 2022) suggesting that 
most individuals should be considered 
vaccine unexposed in case of mpox resur
gence [1]. Multiple factors including the 
implementation of Modified Vaccinia 
Ankara-Bavarian Nordic (MVA-BN) 
vaccine for at risk individuals might 

have contributed to the subsequent 
considerable reduction in Mpox cases 
observed during fall/winter 2022. 
Nevertheless, ongoing Mpox cases 
continued to occur worldwide in 2023 
[2, 3, 4]. According to the World 
Health Organization, as of December 
2023, 93 030 cases have occurred world
wide of whom Italy contributed with 
989 cases [5]. In particular, in the period 
ranging between 1 January and 30 
September 2023, 3 mpox cases have 
been diagnosed in Lombardy region, 
Italy, whereas 44 cases occurred in the 
period October 2023 to January 2024 
(Figure 1). Forty out of 44 (90.9%) 
mpox cases diagnosed in the period 
October 2023 to January 2024 were 
men who have sex with men (MSM), 12 
(27.3%) were people with human immu
nodeficiency virus (HIV), and 13 (29.5%) 
were pre-exposure prophylaxis (PrEP) 
users. Ten subjects (22.7%) were fully 
MVA-BN vaccinated during the 2022 
vaccination campaign, 2 vaccinated for 
smallpox during childhood, and 1 case 
was a reinfection. Four out of 7 individu
als who required treatment (6 with 
tecovirimat and 1 with cidofovir) were 
unvaccinated, and 2 unvaccinated sub
jects were hospitalized. The ongoing out
break of mpox continues to primarily 

Figure 1. Monthly number of mpox cases, according to the date of symptoms onset, observed in Lombardy region, Northern Italy, in the period January 2023–January 2024.
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affect MSM without evidence of sus
tained transmission outside this network 
[3, 4, 5]. Although a prompt response by 
the Regional Health Authorities in terms 
of activation of the vaccination campaign 
against mpox with an immediate partici
pation by the targeted communities, a sig
nificant reduction in both offer and 
interest in such strategy was recorded 
throughout 2023 as mpox cases faded dur
ing fall/winter 2022 (Supplementary 
Figure 1). Although between November 
and December 2023 a slight overall de
crease (−6.3%) in mpox cases was 
observed in the European region [5], the 
increase we observed in Italy between 
November and December (+180%) was 
in line with other European countries 
such as Austria (+150%), France (+130%), 
and Spain (+84%).We observed 4 mpox 
cases with sexual partners outside the 
MSM networks (1 cis, 1 trans gender 
woman, and 2 cis men). This finding is 
of interest as we believe that individuals 
outside the sustained networks of trans
mission would be less prone to receive 
information regarding mpox preventive 
strategies, as well as less aware of vacci
nation preventive strategies that have 
been implemented [6]. Moreover, we 
found that 22.7% of individuals diag
nosed during the last 3 months of 
2023 were MVA-BN exposed in 2022. 
These findings are partially expected 
considering the estimated MVA-BN 
vaccine effectiveness [7], the observed 
progressive reduction in antibodies ti
ter in subjects exposed to MVA-BN 
[8,9] and an estimated limited vaccina
tion coverage [1]. The reinforcement of 
MVA-BN vaccine administration and 
informative interventions to control 
and reduce mpox recrudescence are 
warranted.

Supplementary Data
Supplementary materials are available at Clinical 
Infectious Diseases online. Consisting of data 
provided by the authors to benefit the reader, 
the posted materials are not copyedited and are 
the sole responsibility of the authors, so ques
tions or comments should be addressed to the 
corresponding author.
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The Role of Fosfomycin- 
Containing Regimens in 
Reducing Mortality From 
Infections Caused by  
Metallo-β-Lactamase–Producing 
Enterobacterales

TO THE EDITOR—We read with great in
terest the recent article by Falcone et al 
[1] on the clinical features and 
outcomes of infections caused by 
metallo-β-lactamase (MBL)–producing 
Enterobacterales. In their prospective ob
servational study, 343 patients were in
cluded, and the 30-day mortality was 
29.7%. In a previous prospective, obser
vational study of patients with MBL 
bloodstream infections, it was shown 
that the combination of ceftazidime- 
avibactam (CZA) plus aztreonam 
(ATM) was associated with reduced 
mortality risk compared with colistin- 
containing regimens [2]. The combina
tion of CZA + ATM is recommended in 
current guidelines as the first-line option 
against infections by MBL-producing 
Enterobacterales [3–5]. It is noteworthy 
in the commented study that although 
the combination of CZA + ATM did 
lead to lower mortality (22.3%) compared 
with colistin-containing regimens (50%) 
or cefiderocol-containing regimens 
(33%), it was not the best treatment op
tion in terms of patient survival. 
Specifically, patients who received “other 
active antibiotics” (OAAs) presented a 
30-day mortality rate of 13.5% (5 of 37). 
However, the Kaplan–Meier survival 
curve of the OAA group is reversely pre
sented with the CZA + ATM curve, lead
ing to some confusion (Figure 3). In 
addition, there is a discrepancy in mortal
ity rates for the OAA group; as noted in 
the Results section, mortality was 13.5% 
(5 of 37), while in Figure 2, the number 
presented above the corresponding bar 
was even lower (3 of 37, 8.1%; P = .046 

versus CZA + ATM, χ2 test). A more de
tailed look at the regimens used in the 
OAA group (Table 3) reveals that most 
patients received a fosfomycin-containing 
regimen; interestingly, 15 of 37 had re
ceived fosfomycin monotherapy, 2 of 37 
received a combination with meropenem 
or gentamycin, respectively, while 16 pa
tients received tigecycline ± fosfomycin, 
without any further clarification. 
Although the mortality by individual reg
imen is not provided in the article, the 
worst mortality scenario for the 
fosfomycin-containing regimen could be 
calculated if we attribute all 5 deaths in 
the OAA group to the fosfomycin- 
containing regimen and consider the min
imum number of patients who could have 
been included in this group, which is 18 
(counting that at least 1 patient in the 
tigecycline ± fosfomycin group received 
fosfomycin in addition to tigecycline). In 
this case, the worst mortality rate for the 
fosfomycin-containing regimen would 
be 5 of 18 (27.7%), which is the second- 
best treatment outcome. However, given 
the fact that 17.5% of the enrolled patients 
had complicated urinary tract infections, 
for which tigecycline is not an option, 
while 75.5% of cases suffered from blood
stream infections and hospital-acquired 
or ventilator-associated pneumonia, for 
which tigecycline should not be used as 
monotherapy, it is tempting to speculate 
that a significant portion of the tigecy
cline ± fosfomycin subgroup may have 
received combination therapy with fosfo
mycin. This would be interpreted as an 
even lower mortality rate for the 
fosfomycin-based regimen in the OAA 
group; nevertheless, these important data 
are lacking. In addition, the in vitro sus
ceptibility rate of MBL-producing 
Enterobacterales to fosfomycin is quite 
sufficient (67.1%), according to Table 1. 
However, we are cautious in interpreting 
these data since susceptibility and resis
tance rates for several antibiotics are pre
sented in reverse order. Taking into 
consideration that this is the largest 
clinical study on MBL-producing 
Enterobacterales infections published to 

date, it would be very helpful if the au
thors could further clarify the promising 
results of the OAA group, with a special 
emphasis on the role of fosfomycin and 
the type of infection.
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