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mTOR  inhibitors  in  a patient with  lupus  nephritis;

why not?

Inhibidores  de mTOR  en una  paciente  con  nefritis  lúpica  ¿Por  qué  no?

Dear Editor:

A  31-year-old woman diagnosed with SLE in 2012 with joint

(symmetrical arthritis of hands, elbows, knees and feet), skin

(photosensitivity and malar rash) and serological (positive

ANAs, antiRNP and antiDNA) involvement.

Three years later, she presented a  nephrotic syndrome with

the presence of microhematuria, and a renal biopsy was per-

formed. Renal histology showed class IV lupus nephropathy

with a  high activity index. Treatment was  started with steroids

at a  dose of 1 mg/kg and Mycophenolate Mofetil at a  dose of

1.5 g/day, allowing partial remission months later, with normal

renal function and proteinuria of 1 g/day.

After two and a  half years of immunosuppressive

treatment, the patient developed condylomas in the  gen-

itourinary region, documenting infection by HPV serotype

6 and 51.  A  cervical biopsy was performed showing the
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Fig. 1 – Uterine cervix histology.

More  pronounced atypia in all layers, less maturation,

greater differences in nuclear size (anisonucleosis), coarse

chromatin and loss of cell polarity characterizes CIN2. This

HSIL shows dyskeratotic cells (small cells with eosinophilic

cytoplasm and pyknotic hyperchromatic nuclei) in  the

middle-third of the epithelium. CIN-2 with marked

variability in nuclear size (anisonucleosis)

(hematoxylin–eosin, 200×).

MIB-1 immunostaining of the cervix highlights positive

cells into the superficial 2/3 of the epithelial thickness.

Ki-67 staining of CIN-2 (MIB-1, 200×).

Lower epithelial cell layers are characterized by

preservation of polarity and uniformly distributed

chromatin. In the superficial layer, there is conspicuous cell

atypia with binucleation, variable nuclear chromasia and

perinuclear halos (koilocytosis). CIN-1 with minimal

cytological atypia in lower third of the epithelium

(hematoxylin–eosin, 200×).

presence of a high-grade cervical intraepithelial neoplasia

(CIN), CIN grade 2  (Fig. 1a and b).  We  initially decided

to treat conservatively and to  evaluate other therapeutic

approaches depending on the evolution of the lesions. The

patient was at that time being treated with Mycopheno-

late Mofetil at a dose of 1 g daily, hydroxychloroquine and

rennin–angiotensin–aldosterone system blockade, mantain-

ing normal renal function with proteinuria 0.6 g/day and

microhematuria (10 red blood cells per field). As a  conse-

quence of the possible relationship of the infection and tumor

pathology with the degree of immunosuppression of the

patient and the stability of her underlying pathology in a

young patient, we decided to suspend mycophenolate mofetil

and introduce everolimus, prioritizing the resolution of the

intraepithelial neoplasia.

Actually, after two  years of treatment with everolimus

at minimum dose (blood levels between 2 and 5 ng/ml) the

patient maintains complete remission of her lupus nephropa-

thy (normal renal function, proteinuria 0.3 g/day and without

microhematuria) and achieving the eradication of the condy-

lomas and one of the HPV serotypes in addition to the decrease

in grade of the intraepithelial neoplasia (CIN-1 in the last

determination) (Fig. 1c). It should be noted that during this

period, the patient also presented SARS-CoV-2 infection, with-

out developing pneumonia or respiratory failure, and it was

not necessary hospitalization or suspend immunosuppres-

sion.

Systemic lupus erythematosus (SLE) is  a  chronic autoin-

flammatory disease with immunocomplex deposition that

can affect multiple organs and tissues. Lupus nephritis is

one of its most common manifestations, affecting approx-

imately 40% of patients with SLE and representing the

most important predictive factor for morbidity and mortal-

ity. Immunosuppressive therapy is reserved for cases with

aggressive histological presentation in order to control inflam-

mation and renal damage.1,2 Patients with lupus nephropathy

are exposed to a  high immunosuppressive load throughout

their lives, which is  of greater intensity during induction and

of lesser magnitude during maintenance, although for a  pro-

longed period, leading to an  increase in  adverse effects related

to it, including the  development of opportunistic infections

and neoplasms. Although there is  great controversy regarding

the duration of immunosuppression in this type of patient,

according to the  various clinical guidelines, it is recommended

that immunosuppression be suspended after three years of

maintenance, including one year in  complete clinical remis-

sion. This decision to withdraw is not without risk,  given that

a new relapse or recurrence of the disease would mean a

worsening of both  the renal prognosis and the morbidity and

mortality related to the disease.3

For this reason, an intermediate option may be useful,

consisting of using drugs that allow less intense immuno-

suppression once the  disease has stabilized, conferring at the

same time a lower risk of developing neoplasms, or a better

response to the infection/neoplasia already established. The

mTOR inhibitors may  be a promising solution in these cases.

These drugs are potent inhibitors of the proliferation of

both B and T lymphocytes and have an  established role in the

prevention of rejection in  renal transplantation, with a  lower

rate of nephrotoxicity associated and a higher rate of reduc-

tion in the incidence of malignant neoplasms with respect to

other immunosuppressants.4

There is  little information about use of mTORi as  immuno-

suppressive treatment in patients with lupus nephropathy. In

the literature, most of them have been reported in experi-

mental murine models and not in humans, suggesting that

these drugs could be applied at least as  maintenance treat-

ment in  lupus nephritis.5 Lui et al. have showed that the effect

of sirolimus applied in murine models before the onset of pro-

teinuria (with delayed development of nephritis) and after the

onset of nephritis was proven, with a  decrease in  the  deposit of

immunocomplexes in  the kidney, improving both the clinical

manifestations of the disease and its survival.6,7 Pilot exper-

iments in  patients with class III/IV lupus nephritis showed

an acceptable tolerability profile in long-term treatment and

results that suggest therapeutic efficacy.8

In conclusion, the  harmful effects of immunosuppression

in  lupus nephropathy may  condition our therapeutic strategy.

The use of mTORi may be an alternative in  selected patients,

allowing a  double beneficial effect: control of the underlying

pathology and improvement of adverse events.
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Multicentric  Castleman’s  disease  in kidney

transplant:

A  case report and  literature  review

Enfermedad  de  castleman  multicéntrica  en  el  trasplante  renal:
reporte  de  un  caso  y revisión  de  la  literatura

Dear Editor,

A  58-year-old man  with end-stage renal disease (ESRD)

secondary to an  IgA nephropathy received his first deceased-

donor kidney transplant in 2005 and a second one in 2009.

Induction immunosuppression consisted of thymoglobulin,

mycophenolate, tacrolimus, and corticosteroid. Maintenance

immunosuppression consisted of tacrolimus, mycophenolate,

and prednisone, with a late switch from mycophenolate to

everolimus due to  viral infections.

In September 2018, he attended the Emergency Depart-

ment presenting fever and hypotension, physical examination

was normal with no evidence of lymphadenopathy. The serum

creatinine was 1.9 mg/dl (baseline 1.4 mg/dl). The hemogram

revealed a high white blood cell count of 10.7 ×  103/�l, with

1.97 × 103/�l  lymphocytes, and hemoglobin of 13.9 g/dl.

Due to the suspicion of urinary sepsis, cultures (urine and

blood) were taken, and he was  treated with antibiotics. Despite

the use of an appropriate antibiotic, the patient persisted with

fever, therefore we decided to request a  FDG-PET/CT and poly-

merase chain reaction (PCR) for various viruses. PCR for CMV,

BK, HSV-1, HSV-2, and HV-6 were negatives, while PCR for her-

pes virus-8 (HV-8) was positive. The result of FDG- PET/CT

was the presence of multiple hypermetabolic lymph nodes

at both sides of the diaphragm. With the suspicion of a  lym-

phoproliferative syndrome, we  reduced immunosuppressive

therapy to prednisone and 2 monthly doses of intravenous (IV)

immunoglobulins. The histological examination of a  lymph

node (Figs. 1 and 2) revealed the presence of multicentric

Castleman disease (CD) with positivity for HV-8 and after

that, the patient was  evaluated by the Hematology team. They

decided to treat according to  the following regimen: valganci-

clovir for 3 months and four doses of rituximab (4 doses for a

month, with a total accumulated dose of 2.8 g).

At present, the  patient has  no signs of Hematological activ-

ity, and renal function keeps stable (mean serum creatinine

1.5 mg/dl) without proteinuria. Because of the  reduction of

immunosuppressive therapy, he developed transient de novo

class I donor-specific antibodies. However, he did not exhibit

other signs of rejection. Current immunosuppression consists

of everolimus, prednisone, and monthly IV immunoglobulins

(20 g).
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