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ATCD

Inconnus
Traitement?
Allergies?
Mode de vie?

Patient réfugié Afghan, centre accueil croix rouge
entre 08/23 et 01/24



HDM, EXAMEN CLINIQUE

 Le11/02/24 : troubles de conscience contexte fébrile.

» HD stable, 40°C, sat 100% AA

» Glasgow<11, épisode agitation, aphasie
» Pas de syndrome méningé

» Auscultation RAS

» Cutanéo-muqueux RAS



EXAMENS COMPLEMENTAIRES

— TDM cérébral RAS
— Bilan toxicologique négatif
— CRP 14mg/L, GB 8G/L (PNN), Na+ 130 mmol/L

— PL:
»GB =220/mm3 (77% PNN, lympho 17%), GR 2700/mm3
»glycorachie 22mg/L (rapport LCR/sang < a 0,5),
»lactates = 63 mg/L (9-26),
» protéinorachie 1500 mg/L (150-450)
» ED négatif



EXAMENS COMPLEMENTAIRES

Radio thorax : épanchement pleural G faible

TDM TAP : idem + microlacunes hépatiques, adénoP para-
aortique G niveau L2L3

Séro VIH négative, syphilis négative, hépatites B/C négatives
Hémocultures stériles
PCR multiplex LCR et culture négatives

IRMc: ...
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Lésions disséminées infra+ supra
tentorielles, hyperT2, cocarde, atteinte

tronc cérébral, non accessibles ponction

Gl




Des idées?



EVOLUTION USI

Transfert USI sous CEFTRIAXONE 2GX2 +
AMOXICILLINE 200mg/kg

Crise convulsive généralisée le 13/02 : 10T et
transfert Réanimation, DEPAKINE

EEG : dysrythmie sans foyer, pas d’état de mal

Nouvelle PL: tres peu de liquide..



 PCR BK +, culture BK -

* Biopsie adp rétropéritonéale : PCR BK+

 ECBC BK négatifs, PCR BK+



PRISE EN CHARGE

* |ntroduction quadrithérapie 15/02/24:
1. RIFAMPICINE 900mg/J
2. PYRAZINAMIDE 1500mg/]
3. ISONIAZIDE 300mg/)
4. ETHAMBUTOL 800mg/J

* Corticothérapie SOLUMEDROL 1mg/kg

* Transfert Neurologie apres extubation



EVOLUTION NEUROLOGIE

PNP ttt/ TAZOCILLINE

Cytolyse <3N résolutive

Amélioration neurologique

IRM cérébral controle : régression lésions

Passage bithérapie po RIFAMP+ INH a 2 mois, durée
totale prévue 12 mois

Transfert SSR neuro 03/04, évolution favorable



TUBERCULOSE NEURO MENINGEE

1. Méningite tuberculeuse | or e cas des T

Sex ratio? 20-40 ans

VIH++

2. Tuberculome Morbi-mortalité (adulte 50%, enft 20%)
Associations possibles

Difficultés diagnostiques/pauci bacillaires
3' AraChnOIdlte Splnale Physiopathologie: hématogene, exsudat
gélatineux, vascularite, hydrocéphalie

4. Myélite transverse

Death or Disability

Survival

Host gen
ators
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Dastur et al., 1995 ; Donovan et al., 2020 ; Taous et al., 2022



e Atteinte nerfs craniens (lll, VI)

 |CR:

» Pleiocytose 100-500/yl, lymphocytes... PNN.. (stade précoce, atteinte médullaire,
réaction paradoxale)

» Hyperprotéinorachie (100-500 mg/dl)

» Hypoglycorachie (<45mg/L)
» Sens ED/BAAR 30-60%, culture BK <50%

» PCR ++ (spe 99%/sens 82%) Xpert MTB/RIF Ultra Formuls

» Lipoarabinomannane (LAM)? VIH —

>

Adénosine désaminase ? Pleurésies

Yo
=0, H o
€z
Glycorachie 5 (3 cas)
- =0,5g/l: 85,7% (18 cas)
Recherche de BK Examen direct: positif dans un cas
A 7 A A Culture: positive 1 cas
* Imagerie : leptoméningite

 Complications : AVC (26%), épilepsie (focale), hydrocéphalie (80% : TDM avant
PL), hyponatrémie (SIADH), atteinte visuelle, myélite transverse

Taous et al.,2022 ; Donovan et al., 2020. Wasay et al., 2014 ; Chan et al., 2005 ; Ye et al., 2023 ; WHO 2017



2/ Tuberculome

Conglomérat granulomateux
Cérébral, médullaire
Asymptomatique

IRM ++ : hypoT1 hyperT2, cocarde

Diagnostics différentiels:

Neurocysticercose (scolex...)
Cryptococcose
Toxoplasmose

Abceés cérébraux
Lymphome
Tumeur

Leonard et al., 2017 ; Wasay et al., 2014



3/ Arachnoidite spinale

Lombosacrée > thoracique > cervicale
Radiculonévrite ascendante, transverse

Radiculalgie, dysesthésie, paralysie motoneurone, troubles
sphinctériens

Atteinte unique, multiple
IRM, PL

DD : tuberculome médullaire, spondylite-ostéomyélite /Pott,
atteinte CMV (VIH), syphilis

Gard et al., 2015



4/ Myélite transverse

e Para/quadriparésie

* IRM, PL



TRAITEMENT (hors neurochirurgie)

 Empirique sans délai

* Quadrithérapie 2 mois puis bithérapie, durée totale 9-12 mois

» ISONIAZIDE + RIFAMPICINE (dose??) + PYRAZINAMIDE +
ETHAMBUTOL? ETHIONAMIDE/STREPTOMYCINE chez enfant

* Schéma court/quadrithérapie 6 mois chez enfant? Séquelles?

* Souches INH R : Fquinolone, MDR : 5 molécules (LEVO,
ETHIONAMIDE/CYCLOSERINE, LINEZOLIDE, PYRAZINAMIDE,
KANAMYCINE) BEDAQUILINE?? CLOFAMIZINE??, durée 18-24 mois

e VIH : délai 2 mois/IRIS

e Corticothérapie

ATS-CDC-IDSA/ British Society Guidelines/ WHO Guidelines



Forte dose de RIFAMPICINE ? Qui !

Randomied Clnical Trial of High- Dose Rianpicn Wit High-Dose Oral and Intravenous Rifampicin for the
: Treatment of Tuberculous Meningitis in Predominantly
Human Immunodeficiency Virus (HIV)-Positive Ugandan
Adults: A Phase IT Open-Label Randomized Controlled Trial

Fiona V. Cresswell,"**" David B. Meya,? Enock Kagimu,? Daniel Grint," Lindsey te Brake,” John Kasibante,? Emily Martyn, Morris Rutakingirwa,’
Carson M. Quinn,’ Micheal Okirwoth,” Lillian Tugume.” Kenneth Ssembambulidde,” Abdu K. Musubire. Ananta S. Bangdiwala,” Allan Buzibye,?
Conrad Muzoora,’ Elin M. Svensson,* Rob Aarnoutse,’ David R. Boulware," and Alison M. Elliot"**

Conclusions. ~Current international guidelines result in sub-therapeutic CSF rifampicin concentration for §9% of Ugandan TBM
patients. High-dose intravenous and oral rifampicin were safe and respectively resulted in exposures ~6- and ~8-fold higher than
SF levels above the MIC.

Meta-Analysis > Clin Infect Dis.

Model-Based Meta-analysis of Rifampicin Exposure
and Mortality in Indonesian Tuberculous Meningitis

Randomized Controlled Trial > Clin Infect D

Clinical Outcomes of Patients With Drug—-Resistant
Tuberculous Meningitis Treated With an Intensified
Antituberculosis Regimen

Rob E Aa rnr.::u-tse L
Conclusions: Higher rifampicin exposure substantially decreased the risk of death, and the maximal y
effect was not reached within the studied range. We Suggest a [ifamp[(in dose of at least 30 mgfkg 10 Conclusions: Earl},' intensified treatment imprca\.fed survival in pﬂtiE‘ﬂtS with INH-R TBM. Tar‘geted
be investigated in phase 3 clinical trials. regimens for drug-resistant TBM should be further explored.




Forte dose de RIFAMPICINE ? Non |

Intensified Antituberculosis Therapy in Adults with

Review  » J Clin Pharm The

Tuberculous Meningitis
Authors: A. Dorothee Heemskerk, M.D., b n D. Bang, Ph.D., Nguyen T.H. Mai, Ph.D., Tran T.H. Chau, Ph.D., Nguyen ngh_dose rlfamplCln for the treatment Of

H. Phu, Ph.D., Pham P. Loc, M.D., Nguyen V.V. Chau, Ph.D., 416 , and Jeremy |. Farrar, ER.C.P. Author Info & tuberculous meningitis. a meta_anaIYSiS Of

Affiliations

Published January 14, 2016 | N Engl | Med 2016;374:124-134 | DOI: 10.1056/NE|Moa1507062 | VOL. 374 NO. 2 randomized controlled trials

CONCLUSIONS .- ’ 1 NV T o
) ', Tao Wang ', Ke He ', Juanmin Xue ', Xinjing Wang ', Jiangin Liang

Intensified antituberculosis treatment was not associated with a higher rate of survival among

patients with tuberculous meningitis than standard treatment. (Funded by the Wellcome What is new and conclusion: High-dose rifampicin was not a protective factor for 6-month mortality,

Trust and the Li Ka Shing Foundation; Current Controlled Trials number, ISRCTNG61649292 )

despite increased plasma Cpyg, and AUCq.44 . However, the above conclusions are still required to be
verified through more RCTs due to the limited quantity of included studies.

Meta-Analysis > Int) obacteric

Safety and efficacy of high—-dose rifampicin in the
management of tuberculosis meningitis: Systematic
review and meta—-analysis

ante Abay 2, Abraham Tesfaye ', Ronald Nachipo Mlera 3
Samuel Mwango
Conclusions: It can be concluded from this meta-analysis that there is no significant relation of high-
dose rifampicin with adverse events and the reduction of mortality in TBM patients. Whether in future

optimized TBM treatment regimen will include high-dose rifampicin or not should be determined by a

large-scale clinical trial.



Corticothérapie :

Dexamethasone for the Treatment of Tuberculous

Meningitis in Adolescents and Adults

Authors: Guy E. Thwaites, M.R.C.P,, Nguyen Duc Bang, M.D., Nguyen Huy Dung, M.D., Hoang Thi Quy, M.D., Do Thi

Tuong Oanh, M.D., Nguyen Thi Cam Thoa, M.D., Nguyen Quang Hien, M.D., +13 , and Jeremy |. Farrar, FR.C.P. Author Corticoster()ids for managing tubercu‘.ous meningitis

Info & Affiliations

Published October 21,2004 | N Engl | Med 2004;351:17411751 | DOI: 10.1056/NEJM0a040573 | YOL. 351 NO. 17 Kameshwiar Prasad |, Mamta B Singh, Hannzh Ryan

* 0.4 mg/Kg/j puis décroissance sur 6-8 semaines

0.6 mg/Kg/jchez enfant < 14 ans
e DEXAMETHASONE ou PREDNISOLONE (0.5 mg/kg/J)
 |ndications neuro BK

>
>
>

>

Méningite BK, VIH -/VIH +
Tuberculome avec cedeme/hydrocéphalie

Arachnoidite spinale sévére (protéinorachie>500mg/dL),
compression

Myélite transverse

British Infection Society guidelines for the diagnosis and treatment of tuberculosis of the central nervous system in adults and children;
WHO 2017 ; Central Nervous System Tuberculosis , Microbiol Spectr, 2017



CONCLUSION

Mr M: Tuberculose neuro-méningée avec tuberculomes, crise convulsive
généralisée, SIADH sur atteinte centrale, méningite prédominance PNN!! :
attention aux associations, et aux dogmes..

T-151-2 : Analyses a demander sur le liquide cérébro-spinal (en gras, les examens systématiques)

. . 7 Macrosco, pie Si LCS trouble sur les différents tubes, évocateur d'une origine = purulente «
Morbi-mortalité lourde Creloge Numiaton -
Biochimie rac

Bactériclogie

Difficultés diagnostiques, PCR ++

Virologle want  PCR HSV-1

Selon la situation clinique : FCR CMV, VZV, ...

T D M C ) P L ) I R M C Mycologle . (coloration 4 'ancre de ching pour

Pilly 2023 item 151

Quadrithérapie initiale 2 mois, durée totale 9-12 mois
Dose RIFAMPICINE? Dosage ?
Place Quinolones?

Corticothérapie
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