
HAL Id: hal-04521639
https://hal.science/hal-04521639v1

Submitted on 13 Nov 2024

HAL is a multi-disciplinary open access
archive for the deposit and dissemination of sci-
entific research documents, whether they are pub-
lished or not. The documents may come from
teaching and research institutions in France or
abroad, or from public or private research centers.

L’archive ouverte pluridisciplinaire HAL, est
destinée au dépôt et à la diffusion de documents
scientifiques de niveau recherche, publiés ou non,
émanant des établissements d’enseignement et de
recherche français ou étrangers, des laboratoires
publics ou privés.

Lung transplantation in HIV-positive patients: a
European retrospective cohort study

Claire Rouzaud, Cristina Berastegui, Clément Picard, Robin Vos, Laurent
Savale, Xavier Demant, Alessandro Bertani, Erik Verschuuren, Peter Jaksch,

Anna Reed, et al.

To cite this version:
Claire Rouzaud, Cristina Berastegui, Clément Picard, Robin Vos, Laurent Savale, et al.. Lung trans-
plantation in HIV-positive patients: a European retrospective cohort study. European Respiratory
Journal, 2022, 60 (1), pp.2200189. �10.1183/13993003.00189-2022�. �hal-04521639�

https://hal.science/hal-04521639v1
https://hal.archives-ouvertes.fr


 

 
 
 
 
 

Early View 
 
 
 

Research letter 
 
 
 

Lung transplantation in HIV-positive patients: a 

european retrospective cohort study 
 
 

Claire Rouzaud, Cristina Berastegui, Clément Picard, Robin Vos, Laurent Savale, Xavier Demant, 

Alessandro Bertani, Erik Verschuuren, Peter Jaksch, Anna Reed, Letizia Corinna Morlacchi, Martine 

Reynaud-Gaubert, Olivier Lortholary, Elie Fadel, Marc Humbert, Jens Gottlieb, Jérôme Le Pavec 

 
 
 

Please cite this article as: Rouzaud C, Berastegui C, Picard C, et al. Lung transplantation in 

HIV-positive patients: a european retrospective cohort study. Eur Respir J 2022; in press 

(https://doi.org/10.1183/13993003.00189-2022). 

 
 
 
 
 
 

This manuscript has recently been accepted for publication in the European Respiratory Journal. It is 

published here in its accepted form prior to copyediting and typesetting by our production team. After 

these production processes are complete and the authors have approved the resulting proofs, the article 

will move to the latest issue of the ERJ online. 

 
 
 

Copyright ©The authors 2022. For reproduction rights and permissions contact permissions@ersnet.org 



Lung Transplantation in HIV-Positive Patients: A European Retrospective Cohort 

Study 

 

Claire Rouzaud, MD
1
; Cristina Berastegui, MD

2
; Clément Picard, MD

3
; Robin Vos, MD

4,5
; 

Laurent Savale, MD
6,7,8

; Xavier Demant, MD
9
; Alessandro Bertani, MD

10
; Erik Verschuuren, 

MD
9
; Peter Jaksch, MD

10
; Anna Reed, MD

11,12
; Letizia Corinna Morlacchi, MD

13
; Martine 

Reynaud-Gaubert, MD
14

; Olivier Lortholary, MD
1
; Elie Fadel, MD

6,7,15
 Marc Humbert, 

MD
6,7,8

; Jens Gottlieb
¥
, MD

16
; Jérôme Le Pavec

¥
, MD

6,7,17
 

 

1: Assistance Publique Hôpitaux de Paris, Department of Infectious and Tropical Diseases, 

Hôpital Necker-Enfants Malades, F-75015, Paris, France; SAMU Social de Paris, 35 avenue 

Courteline, 75012, Paris, France 

2: Department of Respiratory Medicine, Lung Transplant Unit, Hospital Universitario Vall 

d'Hebron, Barcelona, Spain 

3: Service de Transplantation Pulmonaire et Centre de Compétence de la Mucoviscidose, 

Foch Hospital, Suresnes, France 

4: Department of Respiratory Diseases, University Hospitals Leuven - Gasthuisberg Campus, 

Leuven, Belgium  

5: Laboratory of Respiratory Diseases and Thoracic Surgery (BREATHE), Department of 

Chronic Diseases and Metabolism, KU Leuven, Leuven, Belgium 

6: Université Paris-Saclay, Faculté de Médecine, Le Kremlin Bicêtre, France 

7: INSERM UMR_S 999,Hôpital Marie Lannelongue, Le Plessis Robinson, France 

8: Assistance Publique Hôpitaux de Paris, Service de Pneumologie et Soins Intensifs 

Respiratoires, Hôpital Bicêtre, Le Kremlin Bicêtre, France 



9: Department of Respiratory Medicine, Haut-Lévêque Hospital, Bordeaux University, 

Pessac, France 

10: Department of Thoracic Surgery, IRCCS-ISMETT (Mediterranean Institute for 

Transplantation and Advanced Specialized Therapies), 90127 Palermo, Italy 

9: University Medical Center Groningen, Respiratory Diseases and Lung Transplantation, 

Groningen, The Netherlands 

10: Division of Thoracic Surgery, Medical University of Vienna, Vienna, Austria  

11: Cardiothoracic Transplant Unit, Royal Brompton & Harefield Hospitals, London SW3 

6NP, UK 

12: Imperial College London, London SW3 6NP, UK 

13: Respiratory Unit and Adult Cystic Fibrosis Center, Internal Medicine Department, 

Fondazione IRCCS Ca' Granda-Ospedale Maggiore Policlinico, Milan, Italy 

14: Service de Pneumologie et Équipe de Transplantation Pulmonaire, Centre Hospitalo-

Universitaire Nord, Assistance Publique-Hôpitaux de Marseille, Aix-Marseille Université, 

France 

15: Service de Chirurgie Thoracique et Transplantation Pulmonaire, Hôpital Marie 

Lannelogue, Groupe Hospitalier Paris-Saint Joseph, Le Plessis-Robinson, France  

16: Department of Respiratory Medicine, Hannover, Germany 

17: Service de Pneumologie et Transplantation Pulmonaire, Hôpital Marie Lannelogue, 

Groupe Hospitalier Paris-Saint Joseph, Le Plessis-Robinson, France 

 

¥
: contributed

 
equally to this work 

 



Corresponding author:  Dr Jérôme Le Pavec, Service de Pneumologie et Transplantation 

Pulmonaire, Hôpital Marie Lannelongue, Groupe Hospitalier Paris-Saint Joseph, 133 avenue 

de la Résistance, 92350 Le Plessis-Robinson, France 

Tel: +33 140 942 430; Fax: +33 140 948 682; E-mail: lepavec@gmail.com 

 

Funding information 

No funding was received for this study.   

 

Word count text: 1150 

  

mailto:lepavec@gmail.com


Steady progress in antiretroviral therapy, with the introduction of new medications and 

the earlier institution of more aggressive treatment regimens, has markedly improved the 

outcomes of human immunodeficiency virus (HIV) infection [1]. The longer life expectancy 

provided by optimal management is associated with an increased risk of eventually 

developing chronic medical conditions, including lung diseases and pulmonary arterial 

hypertension, many of which can be treated but not cured [2,3].  

Transplantation of organs from HIV-positive donors was a federal crime in the US 

until the HIV Organ Policy Equity (HOPE) Act was signed into law in 2013 to allow 

transplantation between HIV-positive individuals. In Europe, legislation varies across 

countries, but transplantation from HIV-positive donors to HIV-recipients is usually allowed 

[4]. Nonetheless, HIV infection has often been considered to contraindicate organ 

transplantation [5]. Recently, improvements in the outcomes of both HIV infection and 

transplantation have prompted several centres to adopt a case-by-case approach to patients 

with controlled HIV infection. Over the last decade, acceptable outcomes have been reported 

in 11 LTx recipients and one heart-LTx recipient [6–8]. However, data on LTx in HIV-

positive patients remain limited.  

The objective of this multicentre retrospective study was to obtain further information 

on key transplantation- and HIV-related outcomes of HIV-positive patients treated with LTx. 

We identified 68 LTx centres in 22 European countries via the International Society for Heart 

and Lung Transplantation (ISHLT) registry and by personal knowledge. Each centre received 

a 54-item questionnaire seeking information, including outcome data, about consecutive HIV-

positive patients who underwent LTx in 2007–2021. For each patient, data were recorded 

until 1 September 2021. Performance status was rated on the World Health Organisation scale 

(0, fully active; 5, death) [9]. Baseline variables were described as median [25
th
–75

th
 

percentiles]
 
if continuous and as percentage if categorical and were compared by applying 



Fisher's exact test or the Kruskal-Wallis test, as appropriate. Median follow-up was 25 months 

and the Kaplan-Meier method was applied to assess survival. Our institutional review board 

(Groupe Hospitalier Paris-Saint Joseph) and the local ethics committees for each 

participating centre approved the study protocol (Groupe Éthique Recherche Médicale, IRB 

00012157). The requirement for informed consent was waived in compliance with legislation 

about retrospective studies of anonymised data. 

 Among the 68 centres, 25 returned the completed questionnaire, allowing the 

identification of 22 HIV-positive LTx recipients. The viral load was negative in all patients at 

listing and did not change significantly after transplantation. At transplantation, no patient 

was receiving protease-inhibitor therapy. A change in the antiretroviral regimen before LTx 

was deemed necessary in three (15%) patients, due to osteoporosis, renal insufficiency, and an 

unknown reason, respectively. Interestingly, PAH, a condition associated with HIV infection 

[10], was the main reason for LTx in our cohort. Median follow-up was 25 [6–52] months 

after transplantation. Of the eight (40%) patients with post-LTx infections requiring 

admission, six had bacterial pneumonia, one pulmonary invasive aspergillosis, and one 

gastroenteritis. Seven patients received induction therapy, consisting in anti-thymocyte 

globulin in two and basiliximab in five. During follow-up, acute cellular rejection, antibody-

mediated rejection, and chronic allograft dysfunction developed in 7/19 (37%), 2/19 (11%), 

and 5/19 (26%) patients, respectively. None of the patients with rejection episodes had 

received induction therapy. The malignancies diagnosed during follow-up consisted of one 

case each of colonic adenocarcinoma, Kaposi’s sarcoma, and squamous-cell carcinoma of the 

skin. The estimated glomerular filtration rate decreased significantly over the first post-

transplantation year. Four patients died during follow-up, including two within the first three 

post-operative months, from haemorrhagic shock and grade-3 primary graft dysfunction, 



respectively. Post-transplant survival rates after 1, 3, and 5 years were 79%, 79%, and 79%, 

respectively. At last follow-up, 13 (59%) patients were fully active and independent. 

To date, this is the largest case-series of LTx in HIV-positive recipients. The good 

outcomes in highly-selected patients validate and expand upon previous reports. A 

multicentre study by Koval et al.[6] included 29 HIV-positive patients who underwent heart 

(n=21), lung (n=7), or heart-lung (n=1) transplantation in 2000–2016. In the eight LTx 

recipients, 1-, 3-, and 5-year survival rates were 86%, 80%, and 75%, i.e., similar to those in 

the overall LTx population in the ISHLT registry.  

The 1-year acute cellular rejection rate in HIV-positive patients was 37%, whereas the 

rejection rate in an overall population of patients who underwent LTx in 2005–2018 was 26% 

[11]. Nonetheless, these early rejections did not translate into decreased graft survival during 

the first five years [11]. Higher rejection rates in HIV-positive recipients have been reported 

in several studies [5,11,12]. The impact of HIV-associated immune activation has been under-

recognised and remains insufficiently understood, notably in the transplant arena. Cautious 

immunosuppression aimed at avoiding an unacceptable risk of infection has long been blamed 

for the higher rejection rates in HIV-positive recipients. Thus, according to the Scientific 

Registry of Transplant Recipients, HIV-positive kidney and heart recipients were less likely 

to undergo induction immunosuppression and to receive anti-thymocyte globulin or 

alemtuzumab [5,13]. In our cohort, only 32% of patients received induction therapy. In 

contrast, the proportion of ISHLT-registry patients given induction therapy has risen steadily, 

reaching 80% in 2017 [11]. 

Drug interactions, chiefly involving protease inhibitors, may affect maintenance 

immunosuppressive therapy, thereby contributing to the higher rejection rate in HIV-positive 

patients [15]. Of note, three (15%) of our patients required a change in their antiretroviral 

regimen before LTx, but in none was the change motivated by concern about interactions with 



calcineurin inhibitors. Overall, the main regimen at LTx was a combination of nucleoside 

reverse transcriptase inhibitors and integrase inhibitors, without pharmacologic boosters. 

HIV infection remained controlled in all the study patients, with stable CD4
+
 T-cell 

counts and no instances of viremia or AIDS-related events. The 40% frequency of infectious 

episodes after LTx was not different from that reported in the overall LTx population [16]. 

Last, although four patients received tenofovir disoproxil, a drug potentially associated with 

renal tubulopathy, the significant decrease in the estimated glomerular filtration rate during 

the first post-transplant year was consistent with results in HIV-negative LTx recipients [17]. 

Of note, this finding suggests good patient selection and may also be related to the more 

cautious approach to immunosuppression. 

The general applicability of our findings deserves discussion. Only 25 of the 68 

invited centres returned the completed questionnaire, and we cannot rule out selection bias 

towards patients with better outcomes. Although this is the largest study of LTx in HIV-

positive patients, the sample size remains small, limiting the ability to draw definitive 

conclusions. As the population with well-controlled HIV infection grows, so, too, will the 

number of HIV-positive LTx candidates who might be included in prospective studies.  

In summary, LTx is a successful treatment modality in selected HIV-positive patients 

with advanced lung disease. Until further data become available, the high rejection rates in 

HIV-positive LTx recipients support the use of immunosuppressive regimens similar to those 

given to HIV-negative patients. Information from prospective studies is needed to optimise 

the care of this specific population. 
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Overall

n = 22

p value*

Baseline characteristics

Male, n (%) 14 (64)

Recipient age (y), med [IQR] 49 [45 - 55]

Caucasian, n (%) 13 (59)

Transplantation indications, PAH / Fibrosis / COPD / Cystic Fibrosis / Other, n(%) 7 (32) / 5 (23) / 4 (18) / 3 (14) / 3 (14)

Transplantation procedure, double / single, n(%) 20 (91) / 2 (9)

Induction therapy, n(%) 7 (32)

HIV characteristics

CD4 T cell count before / after transplantation (cell/mm3), med [IQR] * 514 [351 – 670] / 484 [229 – 622] 0.91

RNA viral load, before / after transplantation (copies/mL), med [IQR] * 0 / 0 0.99

History of opportunistic infection, n(%) 2 (9%)

History of acquired immunodeficiency syndrome  status, n(%) 2 (9%)

Hepatitis B surface antigen positivity, n(%) 6 (27)

Hepatitis virus C antibody positivity, n(%) 4 (18)

Antiretrovial therapy regimen at transplantation, n(%)

Nucleoside Reverse Transcriptase Inhibitors / integrase inhibitors 13 (62)

Non nucleoside Reverse Transcriptase Inhibitors / integrase inhibitors 4 (19)

Nucleoside Reverse Transcriptase Inhibitors / Non nucleoside Reverse Transcriptase Inhibitors 3 (14)

Integrase inhibitors 1 (5)

Antiretrovial therapy change before transplantation, n(%), n = 20 3 (15)

Post operative outcome 

Infections requiring hospitalization during 1st year, n(%), n = 20 8 (40)

Acute cellular rejection, n(%), n = 19 7 (37)

Antibody mediated rejection, n(%), n = 19 2 (11)

Chronic lung allograft dysfunction at last follow-up, n (%), n = 19 5 (26)

Malignancy, n(%), n = 21 3 (14)

Estimated glomerular filtration rate (mL/min/1.73 m2), before / after transplantation, med [IQR]*** 90 [80 – 111] / 73 [53 – 90] 0.02

Status at last news

World Health Organization scale 0 / 1 /2 / 3, n(%) 9 (41) / 4 (18) / 4 (18) / 5 (23)

Immunosuppressive regimen at last news, n(%)

Tacrolimus + steroids + MMF 15 (67)

Cyclosporine + steroids + MMF 2 (10)

Tacrolimus + steroids + everolimus 2 (10)

Other 3 (13)

 

Table 1: Main features of the 22 study patients 

 

 

 

 

 

 

 

 

 

 

 

 

 

 



 

 

LTX, lung transplantation; MMF, mycophenolate mofetil 

 

*: evaluated at last follow-up 

**: The two patients with a history of opportunistic infection are the same as the two with acquired immunodeficiency syndrome. 

***: evaluated 1 year after transplantation
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