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Abstract: Thrombotic microangiopathies (TMA) are a rare group of life-threatening hematological
conditions characterized by thrombocytopenia and microangiopathic hemolytic anemia. Although
our understanding of the pathophysiology and the availability of diagnostic testing has improved
for primary TMAs, such as thrombotic thrombocytopenic purpura, the pathophysiology underlying
secondary TMAs, including drug-induced TMAs (DITMAs), remains less clear. In this case report,
we present the unique case of a patient with a history of multiple myeloma that presented four
months after the initiation of bortezomib therapy with a bortezomib-associated TMA that responded
to therapeutic plasma exchange (TPE) with plasma replacement and eculizumab therapy. This case
demonstrates the possible utility of TPE with plasma replacement and eculizumab therapy in DITMA
patients that fail to respond following a trial of holding the suspected medication.

Keywords: thrombotic microangiopath; TMA; Bortezomib; drug-induced TMA; therapeutic plasma
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1. Introduction

Thrombotic microangiopathies are a group of hematologic disorders that are asso-
ciated with endothelial injury and activation of the coagulation cascade, resulting in mi-
croangiopathic hemolytic anemia (MAHA) and thrombocytopenia [1]. Although there
are several precipitating causes of TMA, these disorders are characterized by widespread
microvascular thrombosis resulting in end-organ injury [1,2]. Broadly, primary etiologies
of TMA include autoantibodies targeting antigens on ADAMTS13 (thrombotic thrombocy-
topenic purpura), infections such as E. coli O157:H7, which produces Shiga toxin (hemolytic
uremic syndrome), and mutations within the complement regulatory pathway (atypi-
cal HUS or complement-mediated TMA), while secondary causes include drug-induced
TMA (DITMA), malignancies, and rheumatological disorders [1–3]. Clinically, patients
may present with nonspecific symptoms, and thus, the initial evaluation should focus on
confirming the MAHA and thrombocytopenia [1–3].

Importantly, several medications have been associated with drug-induced TMA
(DITMA) [2,4]. The mechanisms of medications, including several chemotherapeutic
agents triggering DITMA, are often unclear but may involve endothelial injury or, in some
cases, antibody production [4,5]. Bortezomib is a proteasome inhibitor that is indicated
in the treatment of patients with multiple myeloma or mantle cell lymphoma [2]. Three
published case reports of bortezomib-induced TMA have been reported after treatment
of bortezomib for 9–21 days in patients with multiple myeloma [4,6,7]. In this case report,
we describe the unique presentation of bortezomib-induced TMA after treatment with
bortezomib for approximately four months.
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2. Case Presentation

A 73-year-old man with no significant past medical history presented to the emergency
department with a three-and-a-half-month history of back pain with acute worsening.
Computed tomography (CT) and magnetic resonance imaging (MRI) revealed innumerable
osteolytic lesions throughout the spine, sacrum, and pelvis. Work-up was significant
for elevated creatinine 1.89 mg/dL, calcium 11.1 mg/dL, hemoglobin 10.9 g/dL, lactate
dehydrogenase (LDH) within normal limits, beta 2 microglobulin 10.0 mg/L, and a serum
protein electrophoresis (SPEP) that demonstrated a monoclonal IgG kappa and a serum
kappa of 24.8 mg/dL for a kappa-to-lambda ratio 24. Subsequent biopsy confirmed a
plasma cell neoplasm consistent with multiple myeloma revised international staging
system (R-ISS) stage III.

The patient was treated with four cycles of bortezomib (2.3 mg/dose; 28-day cycle;
one dose on day 1,8,15), lenalidomide (25 mg/dose; 28-day cycle; one dose on day 1,21),
and dexamethasone (40 mg/dose; 28-day cycle; one dose on day 1,8,15,22) (VRd). After
the 13th dose of bortezomib/fourth cycle of VRd therapy, the patient’s creatinine rose
to 2.26 mg/dL from a baseline of 1.2 mg/dL prior to therapy (Figure 1A). The rise in
creatinine directly correlated with the administration of VRd therapy, prompting a pause in
VRd therapy and further work-up. Urinalysis showed proteinuria with 24 h urine protein
elevated to 2.31 g from a baseline of 0.8 g prior to therapy and an elevated protein–creatinine
ratio of 4.94 mg/mg from 2.31 mg/mg prior to the 13th dose of bortezomib. Urinalysis
also showed hematuria, with 3+ urine hemoglobin and 20–51 red blood cells with normal
morphology per high-powered field.

Figure 1. Serum creatinine (A) and platelet count (B) prior to and post eculizumab therapy and thera-
peutic plasma exchange. (A) Serum creatinine values are depicted prior to and following therapeutic
plasma exchange (TPE) and eculizumab therapy. Therapy durations of TPE and eculizumab therapy
are demarcated by black brackets. The dotted lines represent the patient’s baseline serum creatinine
before and after thrombotic microangiopathy (TMA). (B) The patient’s platelet counts are shown
prior to and after TPE and eculizumab therapy. Therapy durations of TPE and eculizumab therapy
are demarcated by brackets. The dotted line represents the reference range lower limit of normal
(LLN). Month zero corresponds to the date of onset of TMA, while months with a negative sign
denote months prior to TMA.

Additional work-up was significant for complete blood count (CBC) showing a de-
crease in hemoglobin, 7.3 g/dL from 9.5 g/dL, prior to the 13th dose of bortezomib, platelet
count 102 K/µL from 295 K/µL at baseline prior to therapy (Figure 1B), elevated lactate
dehydrogenase of 405 U/L (Figure 2A), undetectable or low <8 mg/dL serum haptoglobin
(Figure 2B), and ADAMTS13 activity level 47%. Peripheral blood smear revealed the pres-
ence of schistocytes and helmet cells consistent with a microangiopathic hemolytic process.
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No images of the peripheral smear are available. Kidney ultrasound revealed no evidence
of hydronephrosis or concerning findings. Renal biopsy was ordered to confirm TMA
versus acute interstitial nephritis versus renal insufficiency secondary to multiple myeloma.

Figure 2. Lactate dehydrogenase and serum haptoglobin levels prior to and post eculizumab therapy
and therapeutic plasma exchange. (A) Lactate dehydrogenase values are depicted prior to and
following therapeutic plasma exchange (TPE) and eculizumab therapy. Therapy durations of TPE
and eculizumab therapy are demarcated by black brackets. The dotted lines represent the LDH
reference range upper and lower limits of normal (ULN, LLN). (B) The patient’s serum haptoglobin
levels are shown prior to and after TPE and eculizumab therapy. Therapy durations of TPE and
eculizumab therapy are demarcated by brackets. The dotted line represents the reference range lower
limit of normal (LLN). Month zero corresponds to the date of onset of TMA, while months with a
negative sign denote months prior to TMA.

Due to the global COVID-19 pandemic, renal biopsy was delayed. Bortezomib therapy
was held, and the patient completed one cycle of lenalidomide and dexamethasone therapy.
The patient’s renal function continued to worsen over the next month and a half, with an
elevated creatinine of 3.65 mg/dL, up from 2.26 mg/dL. Given the patient’s worsening renal
function, he was admitted for renal biopsy and TPE. Renal biopsy ultimately confirmed
TMA most likely secondary to bortezomib. The patient underwent five procedures of
one volume centrifugal plasmapheresis with plasma as the replacement fluid over the
first seven days. Following TPE, there was improvement in the patient’s markers for
hemolysis, including haptoglobin 39 mg/dL from <8 mg/dL and LDH 266 U/L from
545 U/L. TMA functional panel (Table 1) from the University of Iowa revealed low factor
H level 134 mg/L (reference range: 180–420 mg/L) and mildly elevated Bb fragment level
of 2.9 mg/L (reference range <2.2 mg/L). Molecular genetic testing for common mutations
in complement TMA was ordered but was not covered by insurance, causing the patient to
decline testing.

Renal function did not significantly improve but remained relatively stable following
TPE. After the initial five procedures of TPE, the patient was weaned to TPE twice weekly
and then once weekly. Due to the fact that the patient was dependent on TPE for hemolysis
control and the mildly reduced factor H level, eculizumab therapy (1200 mg every two
weeks) was initiated prior to stopping TPE. Overall, the patient underwent 16 TPEs with
plasma replacement over the course of approximately two months. Eculizumab therapy
resulted in improvement in renal function to a stable baseline creatinine of approximately
1.7 mg/dL and improved markers of hemolysis with a haptoglobin 81 mg/dL and LDH
168 U/L. Eculizumab therapy was stopped after nine months after the patient’s renal
function/markers of hemolysis returned to baseline/were within normal limits. Overall,
he received 1200 mg every two weeks for about nine months. Due to the concerns of
renal insufficiency, the patient’s chemotherapy was switched to daratumumab 1800 mg.
Currently, the patient appears to be in a complete remission with daratumumab.
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Table 1. TMA functional panel results. Complement biomarker profiling revealed a low FH level,
an elevated Bb factor level, and the C3 level, C4 level, FB level, soluble C5b-9, and FI level were all
within normal limits.

Test Reference Range Result Interpretation

CH50eq 199 U Eq/mL >70 U Eq/mL Normal

Alternative Pathway Functional Assay 74% 50–130% Normal

Hemolytic Assay 1.7% <3% Normal

Factor H Autoantibody <50 AU Titer < 200 AU Negative

C3 Level 1.0 g/L 0.9–1.8 g/L Normal

C4 Level 0.34 g/L 0.15–0.57 g/L Normal

Factor B (FB) Level 29.1 mg/dL 22–50 mg/dL Normal

Bb Fragment Level 2.9 mg/L <2.2 mg/L Elevated

Soluble C5b-9 (sMAC) 0.27 mg/L <0.3 mg/L normal

Factor H (FH) Level 134 mg/L 180–420 mg/L Low

Factor I (FI) Level 35.7 mg/L 18–44 mg/L Normal

3. Discussion

This case report presents a rare case of bortezomib-associated TMA in which borte-
zomib administration likely unmasked a hereditary atypical HUS (aHUS) that uniquely
presented four months after initiating bortezomib therapy and was responsive to TPE
with plasma replacement and eculizumab therapy. Bortezomib prevents NFκB activation
through selective inhibition of the 26S proteasome and is approved in the treatment of
multiple myeloma and mantle cell lymphoma [2,4,8]. Although thrombocytopenia was
reported to occur in 30% of patients treated with bortezomib, these reports do not mention
renal dysfunction as an adverse side effect and classify the thrombocytopenia as typically
mild [2,9]. Three other cases of probable bortezomib-induced TMA have been reported
in multiple myeloma patients [4,6,7]. Two additional cases of TMA in multiple myeloma
patients taking bortezomib were complicated by and potentially confounded by a his-
tory of allogeneic hematopoietic stem-cell transplant and subsequent use of calcineurin
inhibitors [2,10,11].

In the case presented above, in addition to bortezomib-associated TMA, the differ-
ential diagnosis for this patient’s worsening renal function included atypical HUS, acute
interstitial nephritis, multiple myeloma itself as the underlying cause of TMA, renal dys-
function due to multiple myeloma itself secondary to variable cast nephropathy or tubular
injury due to immunoglobulin light chains, TTP, acute tubular necrosis, autoimmune HUS,
and prerenal etiologies. Due to the anemia, thrombocytopenia, peripheral blood smear
findings consistent with MAHA, biopsy confirming TMA, ultrasound findings, elevated
LDH, undetectable/low haptoglobin, and ADAMTS13 activity level 47%, the most likely
diagnosis was bortezomib-associated TMA with bortezomib unmasking a hereditary aHUS.
This diagnosis is also supported by the fact that the administration of bortezomib directly
correlated with rising creatinine (Figure 1A), decreased the platelet count (Figure 1B),
increased the markers of hemolysis (Figure 2), a peripheral blood smear showing microan-
giopathic hemolytic anemia, and other signs/symptoms of TMA. The diagnosis is further
supported by the fact that a two-month trial of holding bortezomib did not restore renal
function/improve markers of hemolysis. Finally, the patient’s renal function and markers
of hemolysis only improved to baseline (Figures 1 and 2) after treatment with eculizumab.
Thus, the improvement with complement blockade further supports the most likely diag-
nosis of a bortezomib-associated TMA in which bortezomib unmasked a hereditary aHUS.
On the other hand, the patient’s normal soluble C5b-9 level is not completely supportive of
this hypothesis, and although molecular genetic testing was not possible for the patient in
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this case, molecular genetic testing is necessary in order to definitively conclude whether a
patient has a hereditary aHUS. Therefore, although a bortezomib-associated TMA in which
bortezomib unmasked a hereditary aHUS is the most likely diagnosis, this diagnosis cannot
be concluded with complete certainty.

This case of bortezomib-associated TMA is unique, in that it is the first reported case
of bortezomib-induced TMA to present at more than 21 days after initiating bortezomib
therapy (four months after initiating bortezomib). The suspected drug, bortezomib, was
discontinued. Approximately two months after discontinuing bortezomib, the patient’s
renal function and hemolysis labs continued to worsen and prompted TPE with plasma
exchange and eventually eculizumab. Two cases have reported improving renal function
and improved hemolysis markers after discontinuing bortezomib and plasma exchange
with one [4] and fourteen [7] daily TPE sessions, respectively. As is often the case in DITMA,
the efficacy of TPE in patients from these two cases is unclear, as there was not a significant
period of time between discontinuation of bortezomib and TPE initiation. After one month
of holding bortezomib in the case presented above, TPE with plasma replacement improved
hemolysis markers but did not improve renal function. The transition to eculizumab
therapy for nine months resulted in improvement in renal function and hemolysis markers.

The key principle in managing patients with TMA is to identify the precipitating factor
of the TMA syndrome [1–3]. For instance, in the case of patients with TTP, ADAMTS13
is deficient. Thus, plasma exchange is indicated to remove the offending autoantibody to
ADAMTS13 and replenish the enzyme. In the case of DITMA, management has focused on
discontinuing the triggering medication and supportive care [1–3].

Patients with TMA, however, may present with non-specific symptoms and have a
variety of presentations, such as unexplained thrombocytopenia or anemia, unexplained
neurological symptoms, or an acute illness [3,12]. Therefore, it is critical to know when
potentially lifesaving plasma exchange is indicated if the clinician is awaiting ADAMTS13
test results, or if the etiology is not clear, but TTP is suspected. Recently, a systematic
review involving nearly 1000 patients validated the diagnostic accuracy of the PLASMIC
score, which predicts ADAMTS13 deficiency in patients with suspected TTP [13]. More
specifically, the PLASMIC score assigns one point for each of the following seven features:
(1) platelet count < 30 × 109/L, (2) hemolysis, (3) absence of active cancer, (4) absence
of history of solid-organ or stem-cell transplant, (5) mean corpuscular volume < 90 fL,
(6) INR < 1.5, and (7) creatinine < 2.0 mg/dL [14]. The score ranges from 0–7, and a score
of 5 or higher has a 99% sensitivity and 57% specificity for deficiency of ADAMTS13 [14].
Thus, these patients are recommended to undergo urgent TPE while awaiting ADAMTS13
test results. It is important to note that many hospitals, especially academic centers, now
have the ability to rule out TTP with in-house ADAMTS13 testing within 45 min to a few
hours due to the increased availability and distribution of test kits. Therefore, if a patient
has a low PLASMIC score or a pretest probability for ADAMTS13 deficiency, then TTP can
now be ruled out more rapidly with in-hospital testing and if clinically indicated, plasma
can be administered while awaiting the results.

Although TPE has a clear, potentially lifesaving role in patients with TTP, the role of
TPE in patients with secondary TMA due to DITMA is controversial. More specifically, the
outcomes of DITMA have been variable, with some sporadic reports supporting the efficacy
of TPE [15,16]. For instance, in patients with cyclophosphamide-induced microangiopathic
hemolytic anemia, TPE has been associated with improved renal function [4,17]. Addition-
ally, in patients with clopidogrel-induced TTP, TPE has been associated with decreased
mortality [18]. The variable outcomes of TPE in DITMA likely stems from the underlying
pathophysiology in which two distinct mechanisms: (a) an immune-mediated mechanism
and (b) a dose-dependent toxicity mechanism have been identified [2].

Previous reports and studies have suggested that both dose-dependent and immune-
mediated mechanisms are likely responsible for protease inhibitor (PI)-induced TMA.
One postulated mechanism is that PIs such as bortezomib damage the endothelium by
causing direct microvascular toxicity [2]. Other studies have suggested the PIs cause
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microvascular injury to the glomerular capillaries through their action via NFκB on the
vascular endothelial growth factor (VEGF) pathway [19]. An immune-mediated mechanism
of action for PI-associated TMA has also been proposed in which PI use results in high
levels of proinflammatory cytokines, such as IL-6 and TNF- α [11]. These high levels of
proinflammatory cytokines may then facilitate the production of autoantibodies directed
against ADAMTS13 [2,11]. Although an immune-mediated mechanism could possibly
be responsible for the decreased level of ADAMTS13 (47%; reference range: ≥60%) as
seen in the case described above, given that the ADAMTS13 level is still well the 10%
that is usually seen in TTP, PI-induced production of antibodies against ADAMTS13 is
an unlikely explanation for the clinical picture presented. Theoretically, the production of
antibodies that react with platelet–glycoprotein complexes as seen in patients with quinine-
associated TMA could be possible; however, to date, there are no assays available to detect
PI-dependent antibodies or reports of PIs inducing TMA via this mechanism [2,20].

Yui et al. [2] classified the previous three reports of probable bortezomib-induced
TMA as immune mediated based on the patients’ rapid development of symptoms within
21 days after bortezomib was initiated. In this report, we presented a case of probable
bortezomib-induced TMA presenting approximately four months after the patient’s first
dose of bortezomib. On the one hand, if one considers only the timing of TMA onset,
then an immune-mediated etiology is unlikely. On the other hand, due to the fact that
this patient’s markers of hemolysis improved with (a) TPE with plasma replacement and
(b) treatment with eculizumab, which prevents the activation of the terminal complement
system through inhibition of cleavage of C5 into C5a/c5b, there appears to be at least a
component of immune-mediated TMA in this patient.

4. Conclusions

This case report is, to our knowledge, the first to report a case of bortezomib-associated
TMA after approximately four months of bortezomib therapy that responded to TPE with
plasma replacement and eculizumab therapy. Although to date, all reports of bortezomib-
associated TMA have presented within 21 days of initiation of bortezomib therapy, there
are multiple reports of delayed onset of DITMA several months after initiating another
proteasome inhibitor, carfilzomib [2]. While the role of TPE remains controversial, some
immune-mediated mechanisms of PI-associated TMA could theoretically benefit from TPE
with plasma replacement and/or eculizumab, as seen in this case. Importantly, although a
subset of patients may benefit from TPE and/or eculizumab, the fundamental principle
in managing DITMA is discontinuation of the triggering agent and supportive care. As
presented above, in the population of patients with DITMA with renal dysfunction and
hemolysis that fail to improve after discontinuation of the suspected medication, TPE with
plasma replacement and eculizumab therapy may be considered.

Author Contributions: Conceptualization, R.C.S. and W.N.R.; validation, R.C.S. and W.N.R.; writing—
original draft preparation, R.C.S. and W.N.R.; writing—review and editing, R.C.S. and W.N.R.;
supervision, W.N.R. All authors have read and agreed to the published version of the manuscript.

Funding: This research received no external funding.

Institutional Review Board Statement: Not applicable.

Informed Consent Statement: Written informed consent has been obtained from the patient(s) to
publish this paper.

Data Availability Statement: Not applicable.

Conflicts of Interest: The authors declare no conflict of interest.

References
1. Arnold, D.M.; Patriquin, C.J.; Nazy, I. Thrombotic microangiopathies: A general approach to diagnosis and management. CMAJ

Can. Med. Assoc. J. 2017, 189, E153–E159. [CrossRef] [PubMed]

http://doi.org/10.1503/cmaj.160142
http://www.ncbi.nlm.nih.gov/pubmed/27754896


Hematol. Rep. 2022, 14 125

2. Yui, J.C.; Van Keer, J.; Weiss, B.M.; Waxman, A.J.; Palmer, M.B.; D’Agati, V.D.; Kastritis, E.; Dimopoulos, M.A.; Vij, R.; Bansal, D.; et al.
Proteasome inhibitor associated thrombotic microangiopathy. Am. J. Hematol. 2016, 91, E348–E352. [CrossRef] [PubMed]

3. Moake, J.L. Thrombotic microangiopathies. N. Engl. J. Med. 2002, 347, 589–600. [CrossRef] [PubMed]
4. Mehta, N.; Saxena, A.; Niesvizky, R. Bortezomib-induced thrombotic thrombocytopaenic purpura. BMJ Case Rep. 2012, 2012,

bcr2012006461. [CrossRef] [PubMed]
5. Zakarija, A.; Bennett, C. Drug-induced thrombotic microangiopathy. Semin. Thromb. Hemost. 2005, 31, 681–690. [CrossRef]

[PubMed]
6. Chan, K.-L.; Filshie, R.; Nandurkar, H.; Quach, H. Thrombotic microangiopathy complicating bortezomib-based therapy for

multiple myeloma. Leuk. Lymphoma 2015, 56, 2185–2186. [CrossRef] [PubMed]
7. Salmenniemi, U.; Remes, K. Thrombotic microangiopathy associated with bortezomib treatment in a patient with relapsed

multiple myeloma. Hematol. Rep. 2012, 4, e13. [CrossRef] [PubMed]
8. Ri, M. Mechanism of action and determinants of sensitivity to the proteasome inhibitor bortezomib in multiple myeloma therapy.

Rinsho Ketsueki 2016, 57, 537–545. [CrossRef] [PubMed]
9. Field-Smith, A.; Morgan, G.J.; Davies, F.E. Bortezomib (Velcadetrade mark) in the Treatment of Multiple Myeloma. Ther. Clin.

Risk Manag. 2006, 2, 271–279. [CrossRef] [PubMed]
10. Morita, R.; Hashino, S.; Shirai, S.; Fujita, N.; Onozawa, M.; Kahata, K.; Kondo, T.; Imamura, M.; Asaka, M. Thrombotic

microangiopathy after treatment with bortezomib and dexamethasone in a patient with multiple myeloma. Int. J. Hematol. 2008,
88, 248–250. [CrossRef] [PubMed]

11. Moore, H.; Romeril, K. Multiple myeloma presenting with a fever of unknown origin and development of thrombotic thrombocy-
topenic purpura post-bortezomib. Intern. Med. J. 2011, 41, 348–350. [CrossRef] [PubMed]

12. George, J.N.; Nester, C.M. Syndromes of thrombotic microangiopathy. N. Engl. J. Med. 2014, 371, 654–666. [CrossRef] [PubMed]
13. Paydary, K.; Banwell, E.; Tong, J.; Chen, Y.; Cuker, A. Diagnostic accuracy of the PLASMIC score in patients with suspected thrombotic

thrombocytopenic purpura: A systematic review and meta-analysis. Transfusion 2020, 60, 2047–2057. [CrossRef] [PubMed]
14. Bendapudi, P.K.; Hurwitz, S.; Fry, A.; Marques, M.B.; Waldo, S.W.; Li, A.; Sun, L.; Upadhyay, V.; Hamdan, A.; Brunner, A.M.; et al.

Derivation and external validation of the PLASMIC score for rapid assessment of adults with thrombotic microangiopathies: A
cohort study. Lancet Haematol. 2017, 4, e157–e164. [CrossRef]

15. Palmisano, J.; Agraharkar, M.; Kaplan, A.A. Successful treatment of cisplatin-induced hemolytic uremic syndrome with therapeu-
tic plasma exchange. Am. J. Kidney Dis. 1998, 32, 314–317. [CrossRef] [PubMed]

16. George, J.N.; Li, X.; McMinn, J.R.; Terrell, D.R.; Vesely, S.K.; Selby, G.B. Thrombotic thrombocytopenic purpura-hemolytic uremic
syndrome following allogeneic HPC transplantation: A diagnostic dilemma. Transfusion 2004, 44, 294–304. [CrossRef] [PubMed]

17. Pham, P.T.; Peng, A.; Wilkinson, A.H.; Gritsch, H.A.; Lassman, C.; Pham, P.C.; Danovitch, G.M. Cyclosporine and tacrolimus-
associated thrombotic microangiopathy. Am. J. Kidney Dis. 2000, 36, 844–850. [CrossRef] [PubMed]

18. Zakarija, A.; Bandarenko, N.; Pandey, D.K.; Auerbach, A.; Raisch, D.W.; Kim, B.; Kwaan, H.C.; McKoy, J.M.; Schmitt, B.P.;
Davidson, C.J.; et al. Clopidogrel-associated TTP: An update of pharmacovigilance efforts conducted by independent researchers,
pharmaceutical suppliers, and the Food and Drug Administration. Stroke 2004, 35, 533–537. [CrossRef] [PubMed]

19. Izzedine, H. Anti-VEGF Cancer Therapy in Nephrology Practice. Int. J. Nephrol. 2014, 2014, 143426. [CrossRef] [PubMed]
20. Gottschall, J.L.; Neahring, B.; McFarland, J.G.; Wu, G.G.; Weitekamp, L.A.; Aster, R.H. Quinine-induced immune thrombocytope-

nia with hemolytic uremic syndrome: Clinical and serological findings in nine patients and review of literature. Am. J. Hematol.
1994, 47, 283–289. [CrossRef] [PubMed]

http://doi.org/10.1002/ajh.24447
http://www.ncbi.nlm.nih.gov/pubmed/27286661
http://doi.org/10.1056/NEJMra020528
http://www.ncbi.nlm.nih.gov/pubmed/12192020
http://doi.org/10.1136/bcr-2012-006461
http://www.ncbi.nlm.nih.gov/pubmed/22854237
http://doi.org/10.1055/s-2005-925474
http://www.ncbi.nlm.nih.gov/pubmed/16388419
http://doi.org/10.3109/10428194.2014.977887
http://www.ncbi.nlm.nih.gov/pubmed/25547654
http://doi.org/10.4081/hr.2012.e13
http://www.ncbi.nlm.nih.gov/pubmed/22826795
http://doi.org/10.11406/rinketsu.57.537
http://www.ncbi.nlm.nih.gov/pubmed/27263777
http://doi.org/10.2147/tcrm.2006.2.3.271
http://www.ncbi.nlm.nih.gov/pubmed/18360602
http://doi.org/10.1007/s12185-008-0140-1
http://www.ncbi.nlm.nih.gov/pubmed/18636313
http://doi.org/10.1111/j.1445-5994.2011.02458.x
http://www.ncbi.nlm.nih.gov/pubmed/21507163
http://doi.org/10.1056/NEJMra1312353
http://www.ncbi.nlm.nih.gov/pubmed/25119611
http://doi.org/10.1111/trf.15954
http://www.ncbi.nlm.nih.gov/pubmed/32757237
http://doi.org/10.1016/S2352-3026(17)30026-1
http://doi.org/10.1053/ajkd.1998.v32.pm9708619
http://www.ncbi.nlm.nih.gov/pubmed/9708619
http://doi.org/10.1111/j.1537-2995.2004.00700.x
http://www.ncbi.nlm.nih.gov/pubmed/14962323
http://doi.org/10.1053/ajkd.2000.17690
http://www.ncbi.nlm.nih.gov/pubmed/11007689
http://doi.org/10.1161/01.STR.0000109253.66918.5E
http://www.ncbi.nlm.nih.gov/pubmed/14707231
http://doi.org/10.1155/2014/143426
http://www.ncbi.nlm.nih.gov/pubmed/25210627
http://doi.org/10.1002/ajh.2830470407
http://www.ncbi.nlm.nih.gov/pubmed/7977300

	Introduction 
	Case Presentation 
	Discussion 
	Conclusions 
	References

