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Brief background on Hantaviruses

Most hantaviruses are not transmitted from human to human (H-H). In general, they are
acquired through contact with the excreta of infected rodents. Orthohantavirus
andense (ANDV) has an enzootic circulation in certain rodent populations in Argentina,
Chile, Brazil, Uruguay, Paraguay and Bolivia'2. It is the only hantavirus with H-H
transmission among close contacts. HCPS clinical features begin with non-specific
symptoms, including fever and gastrointestinal disturbances, followed 3-5 days later by
a cardio-pulmonary phase that can develop rapidly over 1-2 days, with a case fatality
rate of 30-50%?3.

The differential diagnosis

The differential diagnosis in this situation is very broad and includes atypical
pneumonias such as Covid-19, influenza, particularly avian influenza, which had been
circulating in South America, psittacosis (given a history of birdwatching), and
legionellosis. Additional possibilities included bacterial or fungal sepsis with ARDS,
malaria, tick-bite fever and dengue, which is also endemic in South America.

Initial microbiological investigations on case 3

e Nasopharyngeal Sample and Tracheal Aspirate
o Seegene:
= Allplex Respiratory panel 1A (reports Influenza A and types to H1,
H1pdmO09, or H3. RSV A and RSV B. There is an exogenous internal
control)
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= Allplex respiratory panel 2 (reports enterovirus, Adenovirus,
hMetapneumovirus, human Parainfluenza viruses 1, 2, 3, 4. There
is an exogenous internal control).

= Allplex respiratory panel 3 (reports bocavirus, coronavirus 229E,
coronavirus NL63, coronavirus OC43, rhinovirus. There is an
exogenous intrernal control)

= Allplex Pneumobacter panel (reports Bordetella parapertussis,
Bordetella pertussis, M.pneumoniae, C.pneumoniae,
H.influenzae, S.pneumoniae, Legionella pneumophila. There is an
exogenous internal control)

= Allplex SARS-CoV-2 Assay

o Allresults negative
Tracheal aspirate only

o BioGXonthe BD Max platform, which tests for M.pneumoniae,
C.pneumoniae, Legionella spp, and C. psittaci.

o BioFire FILMARRAY pneumonia panel that tests semiquantitative results
for multiple bacterial causes of pneumonia, viruses, and, of importance
in this patient, Legionella pneumophila again, and some resistance
genes.

o Allof the above results were negative, with the exception of a
S.pneumoniae 10%, which most likely represented colonization rather than
the cause of the diffuse pulmonary infiltrates seen on chest imaging of
this patient.

Urine

o Aurine Legionella antigen test was also performed and was negative.
Blood cultures

o Blood cultures sets from 30 April and 1 May were negative
Sputum

o Microscopy, culture and sensitivity: No pathogens identified from the 30

April
Nostril, groin, armpit swabs
o Negative for S.aureus.
Serology for Dengue
o |gG positive, IgM negative - likely a previous infection
Cerebrospinal fluid

o No growth, no bacterial or fungal cells seen,

o Qiastat ME panel all negative and

o Nocells.

o Hantavirus PCR negative.

Fungitel: negative
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e Malaria smears and antigen
o Negative

Hantavirus testing and sequencing at NICD:

Reverse transcriptase PCR: Nucleic acid was extracted from whole blood and serum
specimens using the QiaQube Viral RNA minikit (Qiagen, Germany) according to the
manufacturer's instructions. A nested RT-PCR assay adapted from Klempa et al was
used®. The assay targets the highly conserved L-segment of hantaviruses.

Genomic sequences

Details with analysis: https://virological.org/t/preliminary-analysis-of-orthohantavirus-
andesense-virus-sequences-from-a-cruise-ship-related-cluster-may-2026/1029

Sequences: pathoplexus (https://pathoplexus.org/) with accession numbers:
PP_006WDIJK.1 (12 May 2026) and PP_006WDKH.1 (12 May 2026)

Passengers and crew on board the cruise ship

The passenger manifest from the cruise ship company listed 149 individuals: 88
passengers and 61 crew, a slight variation from the initial report. 2 crew members and 1
passenger were medically evacuated on 6 May.

Definition of high and low risk contacts®

High-risk contacts:

Individuals with one or more of the following exposures with a probable or confirmed
ANDV case: ® Persons sharing the same cabin. ¢ Intimate partners or individuals with
direct physical contact. ¢ Persons sharing a bathroom or sleeping space. ® Persons
within approximately 2 meters for prolonged periods (>15 minutes cumulative) indoor. ®
Persons participating in shared meals, prolonged social interactions, or caregiving
activities. ®* Healthcare workers with unprotected exposure. ® Healthcare workers
exposed without appropriate PPE during aerosol-generating medical procedures. ®
Aircraft passengers seated in the same row, and within two rows in all directions from
the case. ® Cabin crew or transport staff with interaction with the case. ® Persons
handling linens, clothing, other personal items of the case, medical waste, or body
fluids without appropriate PPE

Low-risk contacts:

Individuals who have attended an event, been in a conveyance with a probable or
confirmed ANDV case but have no known direct or prolonged close interaction with the
case, including: ® Other passengers or crew without cabin sharing or prolonged close
interaction on a ship. ® Aircraft passengers outside the defined seating proximity zone. ®
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Brief transit or port contacts not meeting the high-risk contact definition. e Individuals
sharing large open-air spaces without prolonged interaction. ® Healthcare providers
using appropriate PPE throughout exposure.

Outbreak management and coordination

The outbreak is being managed through an international response coordinated by WHO
under the IHR in collaboration with ECDC and Dutch authorities and includes in-depth
epidemiological investigations, case isolation and care, medical evacuation, laboratory
investigations and an operation to repatriate passengers and crew to their home
countries, where they will be quarantined and monitored. Those unable to return to
their home countries are in quarantine facilities in the Netherlands under active
monitoring. Currently, management of this public health event has been initiated in
Cabo Verde, France, the Netherlands, Spain, SA and the UK, with support from the WHO
and the ECDC. Contact tracing has been initiated for all potentially exposed individuals,
including those on the cruise ship, undertakers, healthcare workers on the air
ambulance, healthcare facilities and contacts of cases who were on commercial
aircraft from St Helena to Johannesburg and from Johannesburg to Amsterdam.

Experts from the WHO and the European Center for Disease Prevention and Control
(ECDC), along with two infectious disease physicians from the Netherlands, boarded
the ship in Cabo Verde on 6 May to conduct medical examinations and collect detailed
exposure histories of passengers and crew.

The response has been swift across countries, with information shared through IHR, EU
early warning systems and convened expert networks for clinical management,
infection prevention and control and laboratory and technical guidance from WHO and
ECDC. To limit further spread and due to uncertainties, WHO and ECDC consider all
passengers and crew on board to be high-risk contacts. All others are risk-stratified as
high- or low-risk, and definitions are provided below. A detailed analysis of exposure
levels and infection risk among people on board, as well as among passengers who
disembarked in St Helena, has been undertaken. Uncertainty about person-to-person
transmission during the prodrome and reports of “superspreading” within crowded
environments in a previous ANDV outbreak®’ have led to the application of quarantine
to high-risk contacts, as this strategy has been shown to reduce the reproductive
number (Rn). Active follow-up to monitor symptoms is required with immediate self-
isolation orisolation in a medical facility if symptoms develop.
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The first draft of Figure 1 was generated using ChatGPT based on a prompt referencing
data on cases from: https://www.who.int/emergencies/disease-outbreak-
news/item/2026-DON600 and further refined based on additional information sourced

for this paper.
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