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Objective: To evaluate the efficacy and safety of low-dose mycophenolate mofetil (MMF, 1,000 mg/day) treatment of neuromyelitis optica spectrum disorders (NMOSDs).

Methods: This study was a multicenter, open, prospective, follow-up clinical trial. The data include retrospective clinical data from the pretreatment phase and prospective data from the post-treatment phase. From September 2014 to February 2017, NMOSD patients seropositive for aquaporin 4-IgG (AQP4-IgG) were treated with low-dose MMF.

Results: Ninety NMOSD patients were treated with MMF for a median duration of 18 months (range 6–40 months). The median annual recurrence rate (ARR) decreased from 1.02 before treatment to 0 (P < 0.0001) after treatment, and the Expanded Disability Status Scale (EDSS) score decreased from 4 to 3 (P < 0.0001). The EDSS score was significantly lower (P = 0.038) after the first 90 days of treatment. The serum AQP4-IgG titer decreased in 50 cases (63%). The median Simple McGill pain score (SF-MPQ) was reduced in 65 patients (88%) with myelitis from 17 (range 0–35) to 11 (range 0–34) after treatment (P < 0.0001). The median Hauser walking index (Hauser Walk Rating Scale) was reduced from 2 (range 1–9) before treatment to 1 (range 0–7) after treatment (P < 0.0001). Adverse events were documented in 43% of the patients, and eight patients discontinued MMF due to intolerable adverse events. Fourteen (16%) of the total patients discontinued MMF after our last follow-up for various reasons and switched to azathioprine or rituximab.

Conclusion: Low-dose MMF reduced clinical relapse and disability in NMOSD patients in South China. However, some patients still suffered from adverse events at this dosage.

Clinical Trial Registration: www.ClinicalTrials.gov, identifier : NCT02809079.
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INTRODUCTION

Neuromyelitis optica spectrum disorders (NMOSDs) are different from multiple sclerosis and represent a type of B cell-mediated astrocytopathic glial disease (1, 2). NMOSDs mainly affect the optic nerve, spinal cord, and area postrema of the medulla oblongata. NMOSDs have overall high recurrence disability rates. The recurrence rate of NMOSDs is increased in patients with specific biomarkers, such as aquaporin 4-IgG (AQP4-IgG), and the degree of disability increases with the cumulative effects of relapse (3). Therefore, clinicians urgently need to find effective and safe immunomodulatory drugs to treat this condition.

To date, no treatment for NMOSDs has been granted regulatory approval. Because the disease is rare, most relevant clinical studies include small samples and have a retrospective design, and no controlled clinical studies have been reported. Azathioprine (AZA), mycophenolate mofetil (MMF) and rituximab (RTX) are the most widely used agents to treat NMOSDs (4). Our recent study showed that MMF had the same efficacy but fewer adverse events than AZA (5). RTX is more effective than MMF or AZA in preventing relapses and stabilizing disability (6–11). However, the need for regular redosing and monitoring, the cost, and the availability of RTX limit its broad usage in a sizable proportion of NMOSD patients.

MMF has been used in organ transplantation recipients (12) and rheumatoid disease patients (13, 14). Recently, MMF has been gradually introduced as a treatment for neuroimmunological diseases with some success (15–17). Multiple studies have shown that MMF is effective as a treatment for NMOSDs (18–20), and its effect may be better than that of AZA and other traditional immunosuppressive agents (6, 21). The efficiency of MMF is not affected by previous use of other immunosuppressant (6–8, 21, 22). A few studies have reported that MMF is associated with significant adverse events, such as diarrhea, liver enzyme abnormalities, infection, bone marrow suppression, and the occurrence of progressive multifocal cerebral white encephalopathy (6–8, 18, 19, 21, 23).

The dose of MMF used across different institutes for clinical treatment varies, with the dose used in organ transplantations ranging from 250 mg/day to 3,000 mg/day (24, 25). Similarly, in the past, NMOSD patients have received MMF doses of 750–3,000 mg/day, but the safety of the medication has not been fully defined. Therefore, we conducted a multicenter clinical trial to evaluate the efficacy and safety of low-dose MMF for the treatment of NMOSD patients seropositive for AQP4-IgG in South China.

MATERIALS AND METHODS

Study Design

This study is a multicenter, open, prospective, follow-up, and self-controlled study (ClinicalTrials.gov ID: NCT02809079). The data include retrospective clinical data from the pretreatment phase and prospective data from the post treatment phase. This study was approved by the medical ethics committee of the Third Affiliated Hospital of Sun Yat-sen University (Approval No. the Third Affiliated Hospital of Sun Yat-sen University (2014)2-15 and the Third Affiliated Hospital of Sun Yat-sen University (2015)2-147 No. 1). Eleven patients were enrolled between September 2014 and February 2015 according to the 2006 NMO diagnostic criteria after ethical approval was granted in 2014. Then, the approval was updated following publication of new diagnostic criteria in 2015. The initial 11 patients were reappraised, and all patients conformed to the new criteria. All patients voluntarily provided informed consent.

Subjects (Figure 1)

Inclusion criteria: (1) conformed to the 2006 NMO diagnostic criteria (26) or 2015 NMOSD diagnostic criteria (4); (2) seropositive for AQP4-IgG; (3) aged 18 years old or older; (4) more than 2 relapses within the 2 years prior to MMF treatment or more than 1 attack in the 1 year prior to treatment; and (5) all other immunosuppressive agents were suspended except for glucocorticoids for more than 3 months.
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FIGURE 1. Flow chart of the inclusion and exclusion processes.



Exclusion criteria: (1) transaminase levels beyond the upper limit of normal values; (2) routine blood tests: white blood cell count (WBC) < 4 × 109/L, hemoglobin (HGB) < 110 g/L, and platelet count (PLT) < 100 × 109/L; (3) complications, such as serious circulatory system or other diseases or malignant tumors, immune deficiency, or infection; (4) pregnancy or lactation in women or a recent planned pregnancy for males or females; and (5) a malacetil or glucocorticoid allergy.

AQP4-IgG was tested in the Department of Neurology, the Third Affiliated Hospital of Sun Yat-sen University, using a cell-based assay with HEK293T cells transfected with human AQP4-M23 genes.

Therapeutic Regimen

All patients were treated with MMF plus oral prednisone or methylprednisolone. The total treatment duration for the glucocorticoid was 18 months. The MMF dosage was 500 mg/day for the first 2 weeks and was adjusted to 1,000 mg/day after 2 weeks. Patients who had a relapse were administered intravenous methylprednisolone (500–1,000 mg/day) for 3–5 days, followed by oral prednisone at 30 mg/day (or methylprednisolone at 24 mg/day) for 8 weeks. The prednisone or methylprednisolone dosage was decreased by 5 mg or 4 mg, respectively, every 3 weeks until it reached 10 or 8 mg, respectively, and then was administered every other day.

We prospectively collected clinical features (e.g., disease onset time, relapse time, and recurrences) and evaluated disability, magnetic resonance imaging (MRI) results, immunosuppressant use, the course of drug use, and relevant adverse events.

Efficacy Assessments

The average annual recurrence rate (ARR) before and after MMF treatment was the primary clinically effective outcome. Clinical recurrence was defined as a new symptom of a functional nervous system defect that lasted more than 24 h, an increase in the Expanded Disability Status Scale (EDSS) score of by more than 0.5 points, or MRI results confirming the existence of new lesions.

The degree of disability before and after MMF treatment was the secondary clinically effective outcome and was defined using functional evaluations [i.e., EDSS, SF-MPQ, and the Hauser walking index (Hauser Walk Rating Scale) scores] and structural evaluations (i.e., the longitudinal focus of a spinal T2 sequence on MRI).

Safety Assessments

In this trial, the rate of MMF-relevant adverse events was used as a safety evaluation index. MMF-relevant adverse events were defined as the occurrence of adverse events in line with the characteristics of MMF metabolism. Symptoms must show a clear sequence and improve after suspending MMF. Drug-relevant adverse events, their occurrence times, and the implemented treatment plans were recorded.

Statistical Analysis

Data were analyzed using the R-Studio open source software R-Studio 3.1. The figures were constructed using GraphPad Prism, version 5 (GraphPad Software, La Jolla, CA). A paired Wilcoxon rank sum test was used to compare changes in the titers before and after MMF treatment. A Kaplan-Meier curve was used to compare the incidence of adverse events before and after MMF (95% confidence interval), and the rates were compared using the log-rank test. A meta-analysis was conducted with the R package “metafor” to combine 7 MMF treatment studies of NMOSD patients. The heterogeneity test was performed to detect dispersion across effect sizes, and then the fixed (or random) effects model under no heterogeneity (or under heterogeneity) was constructed to obtain the combined effect. P < 0.05 was considered significant.

RESULTS

Clinical Features (Table 1)

From September 2014 to February 2017, 91 patients with serum AQP4-IgG-positive NMOSDs were enrolled for MMF treatment. Among these cases, 1 discontinued MMF on the fourteenth day due to an accidental pregnancy and experienced a relapse during the second month after delivery. The remaining 90 patients were included in the statistical analysis. Seventy patients were treated only with glucocorticoid prior to MMF treatment. The median therapeutic course was 17 months (range 1–32 months). The other 20 patients received AZA combined with glucocorticoid therapy for a median of 14 months (range 6–66 months) before receiving MMF treatment. These patients had experienced a relapse or adverse events and had stopped AZA more than 3 months prior to beginning MMF treatment. At the last follow-up, 14 cases (15.6%) had switched from MMF to AZA or RTX.


Table 1. Clinical characteristics of the 90 NMOSD patients.
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Efficacy Assessments

Relapsing

Ninety patients with NMOSDs were treated with MMF at a dose of 1,000 mg/day. For the ARR analysis, we excluded patients with an MMF treatment duration of less than 6 months. The median duration of treatment for the remaining 86 patients was 18 months (range 6–40 months). The median ARR decreased from 1.02 before treatment to 0 after treatment (P < 0.0001); a total of 90% of the patients had a reduction in their ARRs, and 73% patients experienced no clinical recurrence (Figure 2). The mean duration of follow-up after introduction of MMF was 13.5 months, although three cases were followed up for < 1 year. Furthermore, some other studies did not exclude patients with a disease duration of < 12 months (19).
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FIGURE 2. Clinical episodes before and after MMF treatment. For the ARR analysis, we excluded patients with an MMF treatment duration of less than 6 months. The median duration of treatment for the 86 patients was 18 months (range 6–40 months), and the median ARR decreased from 1.02 before treatment to 0 after treatment (P < 0.0001). A total of 90% of the patients had a reduction in the ARR, and 73% of the patients had no clinical recurrence.



In this study, a subgroup analysis was performed based on whether or not the patient was previously treated with AZA. For the 67 patients who were initially treated with MMF plus glucocorticoid, the median ARR decreased from 1.02 to 0 (P < 0.0001), and the ARR decreased in 90% of the patients. Nineteen patients were previously treated with AZA combined with corticosteroids before switching to MMF with corticosteroids. The median ARR in these patients decreased from 1 to 0 (P < 0.0001), and the ARR decreased in 91% of these patients. The Cox model was used to correct for sex and age after the Kaplan-Meier survival analysis (Supplementary Figure 2) and showed that the two groups had a significantly lower risk of relapse after treatment with MMF combined with a glucocorticoid (HR = 0.308, 95% CI: 0.209–0.455; P < 0.001). However, no significant difference was observed between the two groups (P = 0.762).

Disability

Of the 90 patients treated with MMF combined with a glucocorticoid, the EDSS score decreased from 4 before treatment to 3 after treatment (P < 0.001), and the EDSS score decreased or stabilized in 90% of the enrolled patients. The EDSS score began to decrease after 90 days of MMF treatment, and a significant difference was observed between the groups (P = 0.0038). The median Simple McGill pain score (SF-MPQ) was reduced in 65 patients (88%) with myelitis from 17 (range 0–35) to 11 (range 0–34) after treatment (P < 0.0001). The median Hauser walking index (Hauser Walk Rating Scale) was reduced from 2 (range 1–9) before treatment to 1 (range 0–7) after treatment (P < 0.0001).

Serum AQP4-IgG Titers

All patients were serum AQP4-IgG-positive. The serum AQP4-IgG titers were measured in 79 patients before and after MMF treatment. The median AQP4-IgG titer was 100 (range 10–320) at the beginning of MMF treatment and dropped to 32 (0–100) at the end of the follow-up period (p < 0.001). The titer decreased in 63% of the patients, and 14% (11/79) of the patients had negative antibody results after treatment. Eight patients who were negative for AQP4-IgG antibodies experienced no clinical recurrence after a median follow-up of 16 months (range 13–26 months) (Supplementary Figure 1).

Spinal Cord MRI

The spinal cord MRI results were compared among 44 patients before and after MMF treatment. The median length of the observed lesion segments was 6 (range 0–17) at the beginning of MMF treatment and dropped to 2.5 (range 0–15) at the end of treatment. In total, 75% of the patients showed a decrease in spinal cord lesions; the lesions were completely absorbed in 32% (14/44) of these patients (Supplementary Figure 1).

Safety Assessments (Table 2)

During the study, 43% (39/90) of the patients experienced MMF-related adverse events, which were concentrated during the period from 14 to 360 days after initiation of MMF treatment. These events included digestive system symptoms (24%, 22/90), infections (23%, 21/90), blood system abnormalities (11%, 10/90), and other adverse effects (hair loss 2%, 2/90; rectal cancer, 1%, 1/90; and renal insufficiency, 1%, 1/90). After correction in the Cox model, the Kaplan-Meier survival (Figure 3) analysis showed that the rate of adverse events associated with MMF combined with glucocorticoid treatment decreased significantly (HR = 0.434, 95% CI: 0.202–0.933; P = 0.003).


Table 2. Adverse events after MMF treatment in 90 NMOSD patients.
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FIGURE 3. Kaplan-Meier survival analysis pertaining to the probabilities of adverse events pre-MMF and post-MMF in 90 patients. All patients were prescribed MMF at time 0. The incidence of adverse events decreased significantly after MMF administration compared to that before MMF treatment (HR = 0.434, 95% CI: 0.202–0.933; P = 0.003).



In total, 9% (8/90) of the patients terminated MMF treatment, and one patient was converted to AZA treatment. In particular, 2 of the 3 cases of severe pneumonia needed ventilator support. Additionally, 1 patient had “hemorrhagic varicella” in the third month of MMF treatment at a dosage of 1,000 mg/d and died of acute respiratory distress syndrome 4 days later. One patient was treated with MMF for 6 months, had a serum carcinogenic embryonic antigen (CEA) level of 20.90 μg/L, and received an electron colonoscopy indicating a rectal tumor; the pathology of the mass indicated a differentiated adenocarcinoma. MMF was discontinued in this patient, who was subsequently treated with chemotherapy.

Meta-Analysis (Supplementary Figure 2)

A meta-analysis was performed for 7 studies that evaluated MMF treatments in NMOSD patients, including the present study. The median decline in the ARR rate was 0.88, and the rate of stability or decline in the EDSS score was 0.91. In this study, the ARR decreased in 90% of the NMOSD patients, and no clinical recurrence occurred in 73% of the patients. In 90% of the patients, the EDSS score was stable or decreased, and no significant difference was observed between these results and those reported in previous studies.

DISCUSSION

In this study, the rationale for the use of a lower MMF dose (1,000 mg/day) includes the following. (1) According to our domestic consensus on NMOSD treatment, the recommended MMF dosage is 1.0–1.5 g per day in China (27). (2) Our previous studies have shown that a daily dosage of 20 mg/kg is effective (17). (3) Several studies have reported a higher possibility of adverse events associated with higher MMF doses. A dose-finding study by Squifflet et al. (28) found that a daily dose of 1.0 g was associated with a lower rate of gastrointestinal and hematologic adverse events. Mourad et al. (24) also demonstrated that a 2.0 g dose per day was associated with higher risk of side effects. (4) Finally, economic cost and treatment compliance were taken into consideration for NMOSDs, because the duration of the therapy might be long.

The results of this study demonstrated that a low MMF dose could also effectively reduce the recurrence of NMOSDs and disability. Therefore, we suggest that low-dose MMF can be used in clinical practice, especially in patients in South China with a high relapse risk, high serum AQP4-IgG titers and long segment myelitis, but patients must be closely monitored for adverse reactions. After 90 days of MMF treatment, a significant difference was found in the EDSS scores. Moreover, in this study, the ARRs and EDSS scores were significantly lower in the 20 (22.2%) patients who converted to MMF following AZA treatment, indicating that MMF could be used as a substitute for AZA in patients who did not respond well to AZA. This result is in agreement with the report by Elsone et al. (29), which showed that 46% of NMOSD patients suffered from intolerance or ineffective treatment after AZA treatment. In this study, 27% of the patients still suffered recurrences, which were concentrated within 90–450 days of treatment initiation. Of these patients, 6 cases were changed treatments indicating that some patients experienced poor MMF effects. These unsatisfactory effects may be related to factors such as sex (30, 31), autoantibody production (32), and high serum AQP4-IgG titers (33–35).

Although a lower MMF dose combined with glucocorticoid therapy was used in this study, the adverse events rate (43%) was higher than the rates reported in previous studies. These events, including altered transaminase levels and opportunistic infections, caused 9% of the patients to terminate MMF treatment, which was similar to the proportion observed in another study in which MMF was combined with small-dose glucocorticoids (36, 37). In the meta-analysis (Supplementary Figure 3), the median adverse event rate was 0.29. In this study, the MMF dose was small, but the adverse event rate was higher than the rates reported in previous studies (at an MMF dose of 1,500–3,000 mg/day). We propose that these discrepancies might be related to the following factors: (1) differences in research and study designs, because this study was designed for prospective follow-up and therefore was more likely to record adverse events, and (2) differences in the patient population. For example, a great deal of interindividual variation exists in drug enterohepatic circulation pathways, and the pharmacokinetics of MMF are unstable (38, 39).

We acknowledge that this study has some weaknesses. First, this study did not include a randomized, double blind, cohort design. Additionally, the study lacked a control group. However, the median NMOSD disease duration prior to inclusion was 52 months, and the ARR calculation was based on a long observation period. Therefore, the significant reduction in the relapse rate in our study was most likely evidence of a therapeutic effect and not secondary to recruitment of outlier NMOSD patients with a short history and high relapse rate and subsequent regression to the mean. Another limitation is the short follow-up duration post-MMF therapy, which may underestimate the ARRs of referred patients. Second, no MMF dose stratification study was conducted, and the combination of MMF and glucocorticoid therapy might have affected evaluations of the effects of MMF. Oral steroids may also be beneficial for disease remission. In this study, 70 patients took oral steroids before initiation of MMF treatment. Those patients showed a reduction in the ARR and EDSS score after taking MMF. Third, the myelitis lesion length does not reflect disease severity or recovery and is only taken as a secondary endpoint in the present study. Finally, because we used a standard MMF dosage (1,000 mg per day), we did not monitor the lymphocyte counts. However, in clinical practice, using a target absolute lymphocyte count (e.g., 1,000–1,500 cells/μL) to titrate the dosage is suggested to reduce the adverse event rate of MMS.

In conclusion, low-dose MMF reduced clinical relapse and disability in NMOSD patients in South China. However, some patients still suffered from adverse events at this dosage.

AUTHOR CONTRIBUTIONS

All authors listed have made a substantial, direct and intellectual contribution to the work, and approved it for publication.

ACKNOWLEDGMENTS

We acknowledge Prof. Allan G. Kermode from University of Western Australia and Prof. Ying Fu from Shaanxi Normal University for their help with the trial design and data analysis. This research was funded by the Zhongshan University Clinical Medicine Research 5010 program (2016017).

SUPPLEMENTARY MATERIAL

The Supplementary Material for this article can be found online at: https://www.frontiersin.org/articles/10.3389/fimmu.2018.02066/full#supplementary-material

REFERENCES

 1. Lucchinetti CF, Guo Y, Popescu BF, Fujihara K, Itoyama Y, Misu T. The pathology of an autoimmune astrocytopathy: lessons learned from neuromyelitis optica. Brain Pathol. (2014) 24:83–97. doi: 10.1111/bpa.12099

 2. Weinshenker BG, Wingerchuk DM. Neuromyelitis spectrum disorders. Mayo Clin Proc. (2017) 92:663–79. doi: 10.1016/j.mayocp.2016.12.014

 3. Lennon VA, Wingerchuk DM, Kryzer TJ, Pittock SJ, Lucchinetti CF, Fujihara K, et al. A serum autoantibody marker of neuromyelitis optica: distinction from multiple sclerosis. Lancet (2004) 364:2106–12. doi: 10.1016/S0140-6736(04)17551-X

 4. Wingerchuk DM, Banwell B, Bennett JL, Cabre P, Carroll W, Chitnis T, et al. International consensus diagnostic criteria for neuromyelitis optica spectrum disorders. Neurology (2015) 85:177–89. doi: 10.1212/WNL.0000000000001729

 5. Qiu W, Kermode AG, Li R, Dai Y, Wang Y, Wang J, et al. Azathioprine plus corticosteroid treatment in Chinese patients with neuromyelitis optica. J Clin Neurosci. (2015) 22:1178–82. doi: 10.1016/j.jocn.2015.01.028

 6. Mealy MA, Wingerchuk DM, Palace J, Greenberg BM, Levy M. Comparison of relapse and treatment failure rates among patients with neuromyelitis optica: multicenter study of treatment efficacy. JAMA Neurol. (2014) 71:324–30. doi: 10.1001/jamaneurol.2013.5699

 7. Torres J, Pruitt A, Balcer L, Galetta S, Markowitz C, Dahodwala N. Analysis of the treatment of neuromyelitis optica. J Neurol Sci. (2015) 351:31–5. doi: 10.1016/j.jns.2015.02.012

 8. Jeong IH, Park B, Kim SH, Hyun JW, Joo J, Kim HJ. Comparative analysis of treatment outcomes in patients with neuromyelitis optica spectrum disorder using multifaceted endpoints. Multiple sclerosis (2016) 22:329–39. doi: 10.1177/1352458515587752

 9. Das G, Damotte V, Gelfand JM, Bevan C, Cree BAC, Do L, et al. Rituximab before and during pregnancy: A systematic review, and a case series in MS and NMOSD. Neurol Neuroimmunol Neuroinflamm. (2018) 5:e453. doi: 10.1212/NXI.0000000000000453

 10. Kim SH, Kim Y, Kim G, Park NY, Jang HM, Shin HJ, et al. Less frequent rituximab retreatment maintains remission of neuromyelitis optica spectrum disorder, following long-term rituximab treatment. J Neurol Neurosurg Psychiatry (2018). doi: 10.1136/jnnp-2018-318465 [Epub ahead of print].

 11. Lu T, Shu Y, Dai Y, Liu X, Chang Y, Huang Q, et al. B cell depleting therapy for multiple sclerosis overlapping with neuromyelitis optica spectrum disorder. Multiple Scler Relat Disord. (2018) 22:83–5. doi: 10.1016/j.msard.2018.03.017

 12. Shipkova M, Armstrong VW, Oellerich M, Wieland E. Mycophenolate mofetil in organ transplantation: focus on metabolism, safety and tolerability. Expert Opin Drug Metabol Toxicol. (2005) 1:505–26. doi: 10.1517/17425255.1.3.505

 13. Goldblum R. Therapy of rheumatoid arthritis with mycophenolate mofetil. Clin Exp Rheumatol. (1993) 11(Suppl. 8):S117–9.

 14. Chan TM, Li FK, Tang CS, Wong RW, Fang GX, Ji YL, et al. Efficacy of mycophenolate mofetil in patients with diffuse proliferative lupus nephritis. Hong Kong-Guangzhou nephrology study group. N Engl J Med. (2000) 343:1156–62. doi: 10.1056/NEJM200010193431604

 15. Meriggioli MN, Ciafaloni E, Al-Hayk KA, Rowin J, Tucker-Lipscomb B, Massey JM, et al. Mycophenolate mofetil for myasthenia gravis: an analysis of efficacy, safety, and tolerability. Neurology (2003) 61:1438–40. doi: 10.1212/01.WNL.0000094122.88929.0B

 16. Gorson KC, Amato AA, Ropper AH. Efficacy of mycophenolate mofetil in patients with chronic immune demyelinating polyneuropathy. Neurology (2004) 63:715–7. doi: 10.1212/01.WNL.0000134676.05850.C0

 17. Chen H, Qiu W, Zhang Q, Wang J, Shi Z, Liu J, et al. Comparisons of the efficacy and tolerability of mycophenolate mofetil and azathioprine as treatments for neuromyelitis optica and neuromyelitis optica spectrum disorder. Eur J Neurol. (2017) 24:219–26. doi: 10.1111/ene.13186

 18. Jacob A, Matiello M, Weinshenker BG, Wingerchuk DM, Lucchinetti C, Shuster E, et al. Treatment of neuromyelitis optica with mycophenolate mofetil: retrospective analysis of 24 patients. Arch Neurol. (2009) 66:1128–33. doi: 10.1001/archneurol.2009.175

 19. Huh SY, Kim SH, Hyun JW, Joung AR, Park MS, Kim BJ, et al. Mycophenolate mofetil in the treatment of neuromyelitis optica spectrum disorder. JAMA Neurol. (2014) 71:1372–8. doi: 10.1001/jamaneurol.2014.2057

 20. Chen H, Zhang Y, Shi Z, Feng H, Yao S, Xie J, et al. The efficacy and tolerability of mycophenolate mofetil in treating neuromyelitis optica and neuromyelitis optica spectrum disorder in Western China. Clin Neuropharmacol. (2016) 39:81–7. doi: 10.1097/WNF.0000000000000131

 21. Xu Y, Wang Q, Ren HT, Qiao L, Zhang Y, Fei YY, et al. Comparison of efficacy and tolerability of azathioprine, mycophenolate mofetil, and cyclophosphamide among patients with neuromyelitis optica spectrum disorder: a prospective cohort study. J Neurol Sci. (2016) 370:224–8. doi: 10.1016/j.jns.2016.09.035

 22. Montcuquet A, Collongues N, Papeix C, Zephir H, Audoin B, Laplaud D, et al. Effectiveness of mycophenolate mofetil as first-line therapy in AQP4-IgG, MOG-IgG, and seronegative neuromyelitis optica spectrum disorders. Multiple Scler. (2017) 23:1377–84. doi: 10.1177/1352458516678474

 23. Kleiter I, Gold R. Present and future therapies in neuromyelitis optica spectrum disorders. Neurotherapeutics (2016) 13:70–83. doi: 10.1007/s13311-015-0400-8

 24. Mourad M, Malaise J, Chaib Eddour D, De Meyer M, Konig J, Schepers R, et al. Correlation of mycophenolic acid pharmacokinetic parameters with side effects in kidney transplant patients treated with mycophenolate mofetil. Clin Chem. (2001) 47:88–94.

 25. Chen Y, Chu SH, Wei TY, Yen TH, Chiang YJ, Wu CT, et al. Does mycophenolate mofetil increase the incidence of infections in stable renal transplant recipients initially treated with a two-drug regimen? Transplant Proc. (2004) 36:2122–3. doi: 10.1016/j.transproceed.2004.08.015

 26. Wingerchuk DM, Lennon VA, Pittock SJ, Lucchinetti CF, Weinshenker BG. Revised diagnostic criteria for neuromyelitis optica. Neurology (2006) 66:1485–9. doi: 10.1212/01.wnl.0000216139.44259.74

 27. Immunology, N. b. o. t. C. S. f. (2016). Guidelines for diagnosis and treatment of neuromyelitis optica spectrum disorders in China. Chin J Neuroimmunol Neurol. 23:155–66. doi: 10.1016/j.msard.2017.09.015

 28. Squifflet JP, Backman L, Claesson K, Dietl KH, Ekberg H, Forsythe JL, et al. Dose optimization of mycophenolate mofetil when administered with a low dose of tacrolimus in cadaveric renal transplant recipients. Transplantation (2001) 72:63–9. doi: 10.1097/00007890-200107150-00014

 29. Elsone L, Kitley J, Luppe S, Lythgoe D, Mutch K, Jacob S, et al. Long-term efficacy, tolerability and retention rate of azathioprine in 103 aquaporin-4 antibody-positive neuromyelitis optica spectrum disorder patients: a multicentre retrospective observational study from the UK. Multiple Scler. (2014) 20:1533–40. doi: 10.1177/1352458514525870

 30. Wingerchuk DM. Neuromyelitis optica: effect of gender. J Neurol Sci. (2009) 286:18–23. doi: 10.1016/j.jns.2009.08.045

 31. Kim SM, Waters P, Woodhall M, Kim YJ, Kim JA, Cheon SY, et al. Gender effect on neuromyelitis optica spectrum disorder with aquaporin4-immunoglobulin G. Multiple Scler. (2017) 23:1104–11. doi: 10.1177/1352458516674366

 32. Kimbrough DJ, Mealy MA, Simpson A, Levy M. Predictors of recurrence following an initial episode of transverse myelitis. Neurol Neuroimmunol Neuroinflamm. (2014) 1:e4. doi: 10.1212/NXI.0000000000000004

 33. Takahashi T, Fujihara K, Nakashima I, Misu T, Miyazawa I, Nakamura M, et al. Anti-aquaporin-4 antibody is involved in the pathogenesis of NMO: a study on antibody titre. Brain (2007) 130:1235–43. doi: 10.1093/brain/awm062

 34. Jarius S, Franciotta D, Paul F, Ruprecht K, Bergamaschi R, Rommer PS, et al. Cerebrospinal fluid antibodies to aquaporin-4 in neuromyelitis optica and related disorders: frequency, origin, and diagnostic relevance. J Neuroinflamm. (2010) 7:52. doi: 10.1186/1742-2094-7-52

 35. Yoshimura S, Isobe N, Matsushita T, Yonekawa T, Masaki K, Sato S, et al. Distinct genetic and infectious profiles in Japanese neuromyelitis optica patients according to anti-aquaporin 4 antibody status. J Neurol Neurosurg Psychiatry (2013) 84:29–34. doi: 10.1136/jnnp-2012-302925

 36. Beissert S, Mimouni D, Kanwar AJ, Solomons N, Kalia V, Anhalt GJ. Treating pemphigus vulgaris with prednisone and mycophenolate mofetil: a multicenter, randomized, placebo-controlled trial. J invest Dermatol. (2010) 130:2041–8. doi: 10.1038/jid.2010.91

 37. Hou JH, Le WB, Chen N, Wang WM, Liu ZS, Liu D, et al. Mycophenolate mofetil combined with prednisone versus full-dose prednisone in IgA nephropathy with active proliferative lesions: a randomized controlled trial. Am J Kidney Dis. (2017) 69:788–95. doi: 10.1053/j.ajkd.2016.11.027

 38. van Hest RM, Hesselink DA, Vulto AG, Mathot RA, van Gelder T. Individualization of mycophenolate mofetil dose in renal transplant recipients. Expert Opin Pharmacother. (2006) 7:361–76. doi: 10.1517/14656566.7.4.361

 39. Villarroel MC, Hidalgo M, Jimeno A. Mycophenolate mofetil: an update. Drugs Today (2009) 45:521–32. doi: 10.1358/dot.2009.45.7.1384878

Conflict of Interest Statement: The authors declare that the research was conducted in the absence of any commercial or financial relationships that could be construed as a potential conflict of interest.

Copyright © 2018 Huang, Wang, Zhou, Yang, Wang, Yan, Long, Yin, Feng, Li, Lu, Hu and Qiu. This is an open-access article distributed under the terms of the Creative Commons Attribution License (CC BY). The use, distribution or reproduction in other forums is permitted, provided the original author(s) and the copyright owner(s) are credited and that the original publication in this journal is cited, in accordance with accepted academic practice. No use, distribution or reproduction is permitted which does not comply with these terms.

OPS/images/fimmu-09-02066-t002.jpg
Total, n (%)
Gastrointestinal AE, n (%)
Diarrhea
Deranged iver enzymes
Hyperbilrubinemia
Infections, n (%)
Respiratory infection
Urinary tract infection
Varicella-zoster virus infection
Hematological AE, 1 (%)
Anemia
Leucopenia
Others, n (%)
Rectal cancer
Renal insufficiency
Hair loss

Patients with
adverse
events, n (%)

39 (43)
22 (24)
20
18 (20)
2@
21(23)
1(12)
56
56
10 (1)
6
44
4(4)
1
m
20

Patients discontinuing
MMF because of AE,
n (%)

8(9)
2
11
10
0
3@
2()
0
10
0
0(0)
0
3@
10
101
10

AE, adverse event. Data are presented as the frequency (%).





OPS/images/fimmu-09-02066-g003.gif





OPS/images/fimmu-09-02066-t001.jpg
Clinical characteristic Value

Total patients )
Female to male ratio 14:1
Age of onset (y) 36 (10-65)
Disease duration before MMF (mo) 52 (1-271)
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presented as the frequency (%) or median with range.
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