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Introduction Methods
Graves’ disease Is an autoimmune disorder and common cause of primary Based on a pre-specified protocol, we searched PubMed, EMBASE and
hyperthyroidism. The overall prevalence of Graves’ disease varies but is ~ Cochrane (all up to Jul 2015). We searched for (randomized)-controlled
0.5% (1). A standard treatment for Graves’ disease Includes use of thyrostatic trials comparing immunosuppressive drugs with a control group. PRISMA
drugs for a total duration of 12 to 18 months to treat overproduction of thyroid and SIGN statements were used for reviewing data and assessing quality.
hormones. Yet, this treatment does not have an effect on the underlying Two reviewers extracted data on study characteristics, methods, and
autoimmune disorder, and risk of relapse is around 50% (2). Because of the outcomes. Data were pooled using a random-effects model. The primary
autoimmune nature of Graves' disease, additional use of Immunosuppressive endpoint was relapse of disease until follow-up, secondary endpoints
drugs, In combination with standard thyrostatic drugs would be a logical Included reduction of thyroid volume and decrease In TSH-receptor-
treatment extension (3). antibody [TRAD] levels.
Results

Intervention group Control group Risk ratio (95% CI) Heterag)e neity SUbgr(Tzl;p diff

113/481 (23.5%) 225/381 (59.1%) 0.55 (0.41, 0.75), (p < 0.001) 74%

104/435 (23.9%) 200/343 (58.3%) 0.58 (0.40, 0.83) 81%

0%
9/46 (19.6%) 25/38 (65.8%) 0.42 (0.15, 1.17) 20%

65/364 (17.9%)
48/117 (41.0%)

1. Forest Plot for Relapse Risk

We Included 7 trials with 862 participants. Most trials were small with
moderate to high risk of bias. There were 113 relapses In 481
(23.9%) patients receiving immunosuppressive drugs compared to
225 relapses In 381 (99.1%) control patients (risk ratio for recurrence
0.55, 95% confidence interval [Cl] 0.41, 0.75). Subgroup analyses
showed similar effects for randomized trials and controlled trials (12
0%), as well as for trials using corticosteroids (hydrocortisone,
dexamethasone, methyl-prednisolone, prednisolone) and non-
corticosteroids  (azathioprine, rituximab, cyclophosphamide)
Immunosuppressive drugs (12 0%). Immunosuppressive drug-related
adverse effects were not systematically reported and thus not
Included In the quantitative analysis. They included leucopenia, rash,
minor Infections, chills and fever during infusion of rituximab. There
were no reports on serious adverse effects.

2. Forest Plots for Reduction of Thyroid
Volume (upper) and TRAD (lower)

157/263 (59.7%)
68/118 (57.6%)

292 (60.1%) 194 (39.9%)

0.49 (0.38, 0.62)
0.62 (0.31, 1.23)

58%

15% 0%

-10.72ml (-15.59, -5.89) 100%
-17.01 U/L (-33.31, -0.72) 100%
ATD Steroid Risk Ratio (Non-event) Risk Ratio (Non-event)
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Steroids
Chen, L., 2008 39 69 17 72 19.2% 057 [0.42,0.77] ——
Kubota, S., 2005 368 70 36 61 17.0% 1.19[0.81,1.74] T
Mao, }l. 2009 43 96 7 95 211% 0.53[0.43, 0.65) -8
Obiols, G., 1988 7 10 3 10 654% 0.43[0.15,1.20]
Yu,W. 2012 69 98 41 197 18.8% 0.37 [0.27,0.51) —a—
Subtotal (95% CI) 343 435 82.4% 0.58 [0.40, 0.83] <
Total events 200 104

Heterogeneity: Tauw* =013, ChiF=2161,df= 4 (P= 00002) F= 81%
Testfor overall eflect Z=2 96 (P = 0.003)

Non-Steroids

ElFassi, D, 2007 10 10 6 10 11% 0.11[0.01,1.83) ¢ "

Huszno, B., 2004 15 28 3 36 165% 0.51 [0.34,0.76] -
Subtotal (95% Cl) J8 46 1/.6% 0.4210.15,1.17] e
Total events 25 9

Heterogeneity: Tau* = 0.26; Chi*=1.25, df=1 (P=0.26). F= 20%
Testfor overall effect Z=165(P =0.10)

Total (95% Cl) 381 481 100.0% 0.55[0.41, 0.75] -

Total events 225 113

Heterogeneity: Tau* =010, ChF= 2311, df= 6 (P = 0.0008), F= /4%
Test for overall effect Z=3.79 (P = 0.0001)

Testfor subgroup differences: Chif=0.31, df=1 (P=057. F=0%
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Conclusion

Current evidence suggests a relevant reduction In
relapse risk when immunosuppressive drugs are added

ATD group Steroid group Mean Difference Mean Difference to standard treatment of Graves' disease. The small
Study or Subgroup  Mean [ml] SD [ml] Total Mean[mi] SD[mi] Total Weight IV, Random, 95% Cl [ml] IV, Random, 95% CI [ml] number of trials with high heterogeneity and the lack of
Mao, XM. 2009 1074 149 9% 251 065 95 50.0% 823 [8.96, -1.90] . systematic reporting of adverse effects calls for larger,
Yu, W. 2012 148 117 98 28 072 197 50.0%  -1320[-13.45, -12.95] i conclusive trials.
Total (95% Cl) 194 292 100.0%  -10.72[15.59, -5.85] $

Helerogeneity: Tau? = 12.33; Chi* = §59.18, df = 1 (P < 0.00001); I* = 100% '_ 100
Test for overall effect; Z = 4.31 (P < 0.0001)
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Use of immunosuppressive drugs also resulted in significant reductions in thyroid volume (-10.72ml, 95% CI -15.59, -

0.85) and TRAD levels (-17.01 U/L, 95% CI -33.31, -0.72).
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