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4. SYSTEMIC REACTIONS
4.1 Introduction

Systemic reactions or better "multi organ reactions" (MOR) can be observed in both primary and nonprimary HHV-6 infections. Most frequently, the infection and disease of the prime target organ (e.g. the
tonsils, the CNS or a transplanted organ) is accompanied by a skin rash, and liver enzymes may be
slightly elevated. There are signs of "dry" oropharyngitis, cough, malaise and fatigue, fever, iridocyclitis,
arthritis and some myalgia similar to other viral infections. We have seen such MOR to accompany
HHV-6 associated acute febrile illnesses in babies and small children, acute tonsillitis and mononucleosis
-like diseases, and in patients with bone marrow or renal transplants. Vincent Descamps has described
such MOR to occur in the context of allergies, especially drug allergies, for which he coined the terminus
DRESS (i.e. Drug Reaction with Eosinophilia and Systemic Symptoms).
Janos Luka (personal communication) could show that EBV (Epstein-Barr virus) and HHV-6 antibody
titers suggesting reactivation are more frequently observed during allergy seasons (and in allergic persons). Such reactivated lymphotropic viruses may well then further disturbe the normal immune reactivity
thus contributing to the illness.
In some persons preferentially with reactivated HHV-6 and persistent viral activity (replication) a
clinical syndrome may occur that has been described as postinfectious chronic fatigue syndrome (CFS) or
chronic fatigue immune dysfunction syndrome (CFIDS).
There are other systemic diseases such as vasculitis and collagen-vascular diseases which may be accompanied by reactivated HHV-6 infection the implication of which still needs investigation.

4.2 Figures
Characteristic features of systemic reactions are also shown in the paragraphs of respective organ systems (e.g. skin, oropharynx, tonsils, liver).
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Adult patient with HHV-6 reactivation and
DRESS: allergic skin eruption (left), allergic
(polypoid) rhinitis and eosinophilia (above).

Abbreviations: CVD: collagen-vascular diseases; APL: atypical polyclonal lymphoproliferation; ISH: in situ hybridization for viral DNA; UCVD: unclassified collagen vascular disease; SLE: systemic lupus erythematosus;
RA: rheumatoid arthritis; IFA: immunofluorescence assay with known HHV-6 IgG positive patients’ sera
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Abbreviations:
EBV: Epstein-Barr virus
CMV: cytomegalovirus
SLE: systemic lupus erythematosus
UCVD: unclassified collagen vascular
disease
RA: rheumatoid arthritis
SHARP: Sharp syndrome
APL: atypical polyclonal lymphoproliferation

SLE patient (left) with
HHV-6 IgG IFA positive peripheral blood
smears (right)

Primary culture of PBL from HHV-6 positive SLE patient (left) and superinfected HSB2 cells (right)

HHV-6 + IFA of superinfected HSB2 (left) and respective in situ hybridization (pZVH14 probe)
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Dermal infiltrates in HHV-6+ SLE:
Top: exanthema on trunc.
Bottom lymphocyte typing by immunohistochemistry:
Left: CD4+ T cells, center CD8+ T cells,
Right: CD19+ B cells.
Usual HHV-6 IgG IFA titers of patient’s
sera 1:80 to 1:1280 (HSB2 & HHV-6A)
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5. CARDIOVASCULAR SYSTEM
5.1 Introduction

Cardiovascular symptoms and respective pathological changes have been reported occasionally
in active HHV-6 infections. A comprehensive review was published by Max Buja (2006). HHV-6
frequently appears to reside in vascular endothelial cells, and viral DNA has also been extracted
from myocardial tissue. The various cardiovascular lesions found in association with active HHV-6
infection are summarized in Table 2.

