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Abstract 

HHV-6 encephalitis is a serious complication after stem cell transplantation which is sporadically caused by 

human herpes virus 6 (HHV-6)  reactivation. It causes neuropsychiatric disorders and cognitive impairment. The 

mortality rate remains high, even among survivors many patients are affected negatively. We report the case of a 

41 years old woman who developed an acute limbic encaphalitis after allogeneic hematopoietic stem cell 

transplantation for acute myeloblastic leukemia. Through a literature review we discuss the clinical, radiological, 

and therapeutic aspects of this uncommon condition. 
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INTRODUCTION 

Encephalitis due to HHV-6 can causes severe 

neurological disorders leading to death in 

immunocompromised patients [1, 2]. In the post-

transplant context, the diagnosis is difficult because 

of rough symptoms and the absence of clinical or 

radiological specific signs [3]. 

CASE REPORT 

A 41 years old patient was admitted for the 

management of an acute myeloid leukemia 

caryotype t [11,19] with WT1 overexpression 

classified intermediate risk (MRC ELN) . She 

initially received induction chemotherapy according 

to the CLARA protocol with complete remission. 

After a course of consolidation, the patient was 

admitted for phenoidentic transplant 10/10, 

Cytomegalovirus status of donor and recipient was 

negative (CMV -/-) with myeloablatif based 

packaging: EDX / TBI was performed with Graft 

Versus Host Disease (GVHD). prophylaxis with 

cyclosporine and Methotrexate. At day 2, the 

patient developed grade II mucositis for which she 

was put under Acyclovir 5mg/Kg/8h and Morphine 

until 100mg/24h. At day 10 post- transplant, the 

patient developed delirium with hallucinations and 

temporo- spatial disorientation, hypoxemia and 

respiratory acidosis. CT scan and MRI were normal 

as well as the lumbar punction and the possibility of 

drug toxicity was advanced. The outcome was 

marked by persistent of persecution delirium with 

visual hallucinations.  At day 17, a skin rash and 

tonico-clonic epileptic movements appears (GVHD, 

Weakly positive PCR HHV-6). A novel lumbar 

puncture showed lymphocytic meningitis and the 

viral PCR a positive LCR HHV-6 reaction. The 

electroencephalogram showed a polyrhythmic, 

irritative, two slow spikes track. The brain MRI 

showed a consistent bilateral and symmetrical 

involvement suggesting hypoxia lesions of limbic 

encephalitis (figure 1,2).  
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Figure 1: brain MRI showed a consistent bilateral and 

symmetrical involvement suggesting hypoxia lesions of 

limbic encephalitis

Figure 2: Brain MRI showing limbic hypoxic lesions 

The patient was mad under Foscavir. In terms of 

GVHD, it was noted the appearance of active 

lesions with the introduction of corticosteroids at a 

dose of 2mg/kg/j. The death occurred by 

pseudomonas aerogenosa multiresistant infection. 

DISCUSSION 

Human herpes virus 6 (HHV -6) belongs to the 

family of Betaherpesvirinae and persists latently in 

the majority of the general population [4]. It 

includes two forms, A and B [5]. The target cells 

are primarily TCD4 lymphocytes [6]. In the context 

of hematopoietic cells (HCT), the reactivation of 

HHV -6 is common in more than 70 % of cases 

[7,8], relating to various post- transplantation 

complications [7,9,10]. Although the HHV -6 

reactivation is common after allogeneic HCT, 

encephalitis develops sporadically if the blood level 

showes high reactivation [11, 12]. In recent 

literature review, the incidence of HHV-6 

encephalitis was 8.3 % after umbilical cord 

transplantation and 0.5% after genotype or 

phenotype identical transplantation [13]. The high 

incidence of HHV -6 encephalitis in recipients of 

umbilical cord can be associated with T cell 

dysfunction , transplantation of cord blood are low 

in T cells which are immunologically immature in 

the absence of T - cells specific HHV 6 [11,14] . 

CONCLUSION 

HHV6 infection generally appears frequently with 

greater severity in the case of bone marrow 

transplantation. It occurs early and is more 

associated with the occurrence of encephalitis, 

pneumonia, myelosuppression and rash. 

REFERENCES 

1. Wang FZ, Linde A, Hagglund H, et al. Human

herpesvirus 6 DNA in cerebrospinal fluid specimens from

allogeneic bone marrow transplant patients: does it have

clinical significance? Clin Infect Dis. 1999 ; 28(3) : 562-

8.

2. Johnson RT. Acute encephalitis. Clin Infect Dis 1996;

23:219–24; quiz 225–6.

3. Maeda Y, Teshima T, Yamada M, et al. Monitoring of

human herpesviruses after allogeneic peripheral blood

stem cell transplantation and bone marrow

transplantation. Br J Haematol. 1999 ; 105(1) : 295-302.6

4. Whitley RJ, Gnann JW. Viral encephalitis: familiar

infections and emerging pathogens. Lancet 2002;

359:507–14.

5. Adams MJ, Carstens EB. Ratification vote on

taxonomic proposals to the International Committee on

Taxonomy of Viruses (2012). Arch Virol 2012;

157:1411–22.

6. Sejvar JJ. The evolving epidemiology of viral

encephalitis. Curr Opin Neurol 2006; 19:350–7.

7. Zerr DM, Corey L, Kim HW, Huang ML, Nguy L,

Boeckh M. Clinical outcomes of human herpesvirus 6

reactivation after hematopoietic stem cell transplantation.

Clin Infect Dis 2005; 40:932–40.

8. Ogata M, Kikuchi H, Satou T, et al. Human

herpesvirus 6 DNA in plasma after allogeneic stem cell

transplantation: incidence and clinical significance. J

Infect Dis 2006; 193:68–79.

9. Wang LR, Dong LJ, Zhang MJ, Lu DP. The impact of

human herpesvirus 6B reactivation on early

complications following allogeneic hematopoietic stem

cell transplantation. Biol Blood Marrow Transplant

2006;12:1031–7.

10. Zerr DM, Boeckh M, Delaney C, et al. HHV-6

reactivation and associated sequelae after hematopoietic

cell transplantation. Biol Blood Marrow Transplant 2012;

18:1700–8.

11. M. Ogata, T .Satou, J. Kadota, et al. HHV-6

Encephalitis in Allogeneic HCT • CID 2013:57 (1

September) • 671-681

12. Zerr DM, Fann JR, Breiger D, et al. HHV-6

reactivation and its effect on delirium and cognitive

functioning in hematopoietic cell transpl. recipients.

Blood 2011; 117:5243–9.

13. Scheurer ME, Pritchett JC, Amirian ES, Zemke NR,

Lusso P, Ljungman P. HHV-6 encephalitis in umbilical

cord blood transplantation: a systematic review and meta-

analysis. Bone Marrow Transplant 2013; 48:574–80.

14. Boutolleau D, Fernandez C, Andre E, et al. Human

herpesvirus (HHV)-6 and HHV-7: two closely related

viruses with different infection profiles in stem cell

transplantation recipients. J Infect Dis. 2003 ; 187(2) :

179-86.




