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Hantaviruses belong to two worlds: the Old-World Seoul vi-
rus (SV) and New World hantaviruses, such as the Sin Nombre
virus (SNV) in North America and Andes virus in South Ameri-
ca. SV is a cosmopolitan hantavirus that is transmitted by the
common brown rat (Rattus norvegicus). The virus lives in urban
rodents and travels on ships. It causes hemorrhagic fever with
renal syndrome (HFRS), which has low lethality. New World
hantaviruses, such as SNV and Andes virus, cause Hantavirus
Cardiopulmonary Syndrome (HCPS), a condition with high
lethality ranging between 30% and 40%. The transmission
routes for both groups are similar, primarily occurring through
contact with aerosolized rodent excretions and secretions’.

The geography of zoonotic diseases is often marked by pro-
found contrast. In the fabric of global health, few pathogens
exemplify this as starkly as hantavirus. In the Old World, SV
adapted to synanthropic rodents (Rattus rattus, Rattus nor-
vegicus, and Mus musculus), which in turn adapted to urban
environments enriched with human food waste. SV is trans-
mitted in metropolitan settings with moderate lethality ra-
tes, although it may be underdiagnosed or misdiagnosed as
other conditions, such as leptospirosis, particularly in Latin
America, where cases are rarely reported?. In contrast, the na-
rrative of the New World SNV changes completely.

In the Americas, hantaviruses emerge from wild ecosystems
with high virulence and present clinically as HCPS. The vec-
tors of these viruses are wild sigmodontine rodents (Oligory-
zomys, Proechimys, Peromyscus, and Calomys) that feed on
crops and local flora. However, evidence has demonstrated
that SNV can infect multiple rodent species within geogra-
phic regions experiencing human cases. This suggests that
several rodent species may act as reservoirs and potential
vectors for the transmission of H. longicornis to humans. Re-
servoirs identified by SNV include Peromyscus boylii, Tamias
minimus, and Mus musculus. The latter is ubiquitous in hou-
seholds worldwide and is a well-known vector of the lym-
phocytic choriomeningitis virus (LCMV) and Leptospira (3).
New World hantaviruses are widely distributed across North
America and exhibit high diversity, including SNV, New York
virus, and Black Creek Canal virus in the United States; Cho-
clo virus in Panama; Maporal virus in Venezuela; Machupo
virus in Bolivia; Laguna Negra virus in Paraguay; Sabia virus
in Brazil; and the recently prominent Andes virus (ANDV) in
Argentina and Chile (Figure 1).

Following the corridor of the formidable Andes mountain
range, the virus moves steadily alongside its rodent hosts
across the mountains, jungles, and valleys. ANDV has cha-
llenged the classical virological paradigm that orthohanta-
viruses are transmitted strictly via exposure to rodent secre-
tions and excretions. ANDV possesses the unique capacity
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Figure 1. Global distribution of the most important hantaviruses. SNV (Sin Nombre virus).

for interhuman airborne transmission, as documented during
the M/V Hondius cruise ship outbreak in April 2026. A total
of 13 confirmed cases and three fatalities were epidemio-
logically linked to the vessel, forcing numerous passengers
into mandatory quarantine across various countries. Never-
theless, person-to-person transmission remains uncommon
and is predominantly associated with household exposure,
intimate contact, caregiving without adequate personal pro-
tective equipment, and prolonged exposure to poorly venti-
lated or overcrowded environments*>.

This epidemiological journey, spanning from the alleys of
Seoul to the forested regions of South America, is not a ran-
dom evolutionary artifact but rather a direct reflection of
environmental boundaries repeatedly breached by human
activity. Today, hantaviruses are no longer exotic rarities con-
fined to the pages of tropical medicine textbooks. Accele-
rating ecological degradation and expanding anthropogenic
frontiers force host reservoirs out of mountain ranges and
wild savannas into closer proximity to human populations.
The evolving landscape of hantavirus infections poses a ma-
jor diagnostic and therapeutic challenge for infectious disea-
se specialists. The core challenge lies not merely in managing
critical clinical outcomes but in establishing early clinical sus-
picion. The eco-epidemiology of the disease demands the
inclusion of hantavirus in diagnostic algorithms for acute
undifferentiated febrile illness in emergency departments.
Early symptoms overlap with numerous seasonal and tropical
pathogens; thus, the differential diagnosis must encompass
influenza, betacoronavirus infections, mycoplasmosis, Q fe-
ver, leptospirosis, malaria, rickettsiosis, dengue, Zika, Chikun-
gunya, Mayaro, and Oropouche®.

Importantly, preceding the ANDV outbreak on the M/V Hon-
dius in April 2026, the Ministry of Public Health of Argentina
confirmed 12 hantavirus cases and two deaths in Salta Pro-
vince between January and March. Most infections occurred
in the Oran Department, involving 10 men and two women
aged 20-50 years, while 50 additional suspected cases remai-
ned under investigation across multiple departments®.
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Similarly, between February and July 2026, the Ministry of
Health of Chile confirmed 41 hantavirus cases and 14 deaths
(34% mortality rate). Cases were reported across 11 regions
from Valparaiso to Aysén, with the highest incidence rates per
100,000 inhabitants recorded in Aysén (1.84), Los Rios (0.96),
and Nuble (0.95). The causative agent was identified as ANDV,
vectored by the long-tailed pygmy rice rat (Oligoryzomys lon-
gicaudatus). In Venezuela, by late July 2026, three deaths pre-
senting with symptoms compatible with HCPS were reported
in Anzoategui, alongside two unexplained deaths among phy-
sicians in Barinas; these cases remain unconfirmed’.

Hantavirus outbreaks in Argentina, Chile, and the M/V Hon-
dius cruise ship in 2026 highlight the need to revise epide-
miological perspectives and clinical approaches to acute un-
differentiated febrile illness in Latin America. The cruise ship
outbreak remains one of the most significant events invol-
ving ANDV, the only known hantavirus capable of interhu-
man transmission. The outbreak was officially declared over,
with no active transmission detected®.

This eco-epidemiological and clinical challenge requires the
expansion of diagnostic algorithms. The primary danger of
hantavirus lies in its chameleon-like presentation during the
early stages. Following anthropogenic ecosystem disruption
and subsequent reservoir exposure®, patients enter a prodro-
mal phase that closely mimics common tropical infections or
viral respiratory illnesses, such as COVID-19. During the first
3 to 5 days, symptoms manifest as an acute undifferentiated
febrile syndrome characterized by sudden high fever (>39°C),
severe myalgias (particularly involving the back and lower ex-
tremities), headache, chills, diaphoresis, and gastrointestinal
distress, including nausea, vomiting, diarrhea, and abdominal
pain'2 Increased vascular permeability driven by endothelial
dysfunction is the hallmark feature of HCPS, driven by ele-
vated viral loads and dysregulated inflammatory mediators,
such as tumor necrosis factor, interleukin-6, and interferon-
gamma. During this critical window, hantavirus infection is
frequently misdiagnosed as dengue, influenza, leptospirosis,
or COVID-19. In the case of ANDV, the transition to full HCPS



Hantavirus: From Seoul to the Andes — The Imperative Need to Include It in the Triage of Acute Febrile Syndrome

occurs abruptly within hours, triggering a cytokine storm that
leads to massive capillary leakage, non-cardiogenic pulmo-
nary edema, and cardiogenic shock with high mortality ra-
tes?*. In most instances, establishing a diagnosis once frank
respiratory failure develops is too late.

This manuscript highlights an urgent priority for emergency
triage: hantavirus must not remain a late diagnosis of exclu-
sion but rather an active consideration in the systematic eva-
luation of acute febrile syndromes and atypical pneumonias.
Clinical suspicion should not be restricted to unexplained
respiratory failure. We formally propose the integration of
hantavirus into differential diagnostic protocols for patients
reporting exposure to rural or wild environments within the
preceding 4 weeks'. In countries such as Colombia, where
endemic zones remain poorly defined, clinicians must rely on
subtle early laboratory clues. The combination of thrombo-
cytopenia, hemoconcentration, and circulating immunoblasts
(atypical lymphocytes) on peripheral blood smears provides
a cost-effective triad of suspicion prior to the appearance of
bilateral pulmonary infiltrates on chest radiography'=.

When routine respiratory panels yield negative results in pa-
tients with rapidly progressive pneumonia or in those pre-
senting with febrile syndromes accompanied by early hema-
tologic abnormalities, ordering IgM/IgG serology or RT-PCR
for hantavirus should be protocolized®. IgM antibodies are
detectable in nearly 100% of patients during the prodromal
phase and persist for 2-3 months. Concurrently, IgG levels
rise rapidly and appear to persist for years, although it re-
mains uncertain whether these antibodies confer long-term
neutralizing protection®. This rapid serological response at
clinical onset makes ELISA the diagnostic tool of choice in
emergency settings, outperforming RT-PCR in later stages, as
the viral load declines rapidly after the first week of illness®.
Furthermore, the unique capacity of ANDV for person-to-
person transmission® elevates early diagnosis from a clinical
necessity to an urgent priority for hospital biosecurity and
public health. Suspecting hantavirus infection at first contact
in emergency departments is not an overreaction; it repre-
sents the single opportunity to alter a potentially fatal course.
In Colombia, the potential circulation of ANDV remains unk-
nown, necessitating expanded seroprevalence and ecological
reservoir research. Serologically, ANDV displays cross-reacti-
vity with other New World hantaviruses, particularly SNV. We
hypothesized that native Colombian hantaviruses may mani-
fest with less aggressive clinical presentations than ANDV or
SNV. This aligns with the findings of five patients diagnosed
with IgM seroconversion in Cérdoba and Meta'®", presen-
ting clinical features similar to those documented for Choclo
virus in Panama’®. To date, molecular detection in Colombia
has been limited to a short genomic segment of the Neco-
cli virus identified in wild rodents (Zygodontomys cherriei),
although its human pathogenicity remains uncharacterized'.

The geographic span of hantaviruses from North America to
Patagonia underscores the fragility of ecological boundaries,
which are dynamic interfaces that elevate global disease risk.

Addressing this challenge requires a paradigm shift in clinical
practices. Infectious disease and emergency medicine can no
longer operate in isolation from environmental changes; the
clinician’s diagnostic approach must be aligned with local te-
rritorial ecology and epidemiology>'.

Systematically incorporating hantavirus into emergency tria-
ge for acute febrile iliness and atypical pneumonia is not an
abstract taxonomical exercise but an essential clinical and
public health imperative. In Colombia, substantial knowledge
gaps remain regarding rodent-borne pathogens, particularly
hantaviruses and Arenaviruses. Early clinical suspicion rema-
ins the most effective tool in emergency medicine. Learning
to recognize subtle epidemiological and hematological sig-
nals in the early stages provides the only realistic window for
intervention before fatal complications arise, a race against
time in which early detection represents a major victory for
preventive medicine.
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