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Nephrol Dial Transplant. 2014 Aug;29(8):1546-53. doi: 10.1093/ndt/gfu020. Epub 2014 Mar 3.

A multicenter randomized controlled trial of tonsillectomy combined with steroid
pulse therapy in patients with immunoglobulin A nephropathy.
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BACKGROUND: The study aim was, for the first time, to conduct a multicenter randomized controlled trial to
evaluate the effect of tonsillectomy in patients with IgA nephropathy (IgAN).

METHODS: Patients with biopsy-proven IgAN, proteinuria and low serum creatinine were randomly allocated to
receive tonsillectomy combined with steroid pulses (Group A; n = 33) or steroid pulses alone (Group B; n = 39).
The primary end points were urinary protein excretion and the disappearance of proteinuria and/or hematuria.

RESULTS: During 12 months from baseline, the percentage decrease in urinary protein excretion was
significantly larger in Group A than that in Group B (P < 0.05). However, the frequency of the disappearance of
proteinuria, hematuria, or both (clinical remission) at 12 months was not statistically different between the groups.
Logistic regression analyses revealed the assigned treatment was a significant, independent factor contributing to
the disappearance of proteinuria (odds ratio 2.98, 95% CI 1.01-8.83, P = 0.049), but did not identify an
independent factor in achieving the disappearance of hematuria or clinical remission.
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e Randomization was done by a technical
assistant in the registration center using a
computer-based allocation program with a
minimization method, which was developed
by an outside company (East Asia Trading
Corporation, Hyogo) independent of this study
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. Group A Group B
¢ T h e tW O g rO u p S d I d N Ot Tonsillectomy/steroid Steroid pulse
. . pulse therapy (n=33) therapy alone
differ in age, gender (n=39)
. . . . Age (years) 36 (13) 40 (13)
distribution, estimated i
Male 17* (52) 18* (46)
glomerular eGFR, Female e 21 (54)
. . eGFR (mL/min/1.73 m®) 75 (24) 69 (22)
Proteinuria (g/day) 1.6 (0.5) 1.6 (0.6)
u rl n a ry p rOte I n Proteinuria (g/g creatinine) 1.7 (1.0) 1.7 (1.0)
. Systolic blood pressure 117 (12) 121 (10)
excretion, blood )
Diastolic blood pressure 69 (9) 73 (8)
pressure, the (g
. f . Mean arterial pressure 85 (9) 89 (8)
(mmHg)
p ro p O rtl O n O p a tl e n tS Patients receiving RASi (%) 16* (48) 18* (46)
1 1 1hh Histological grad
given RAS inhibitors or e - -
. . Relatively good prognosis 2*(6) 3*(8)
h I Sto | Og I Ca | g ra d e S . Relatively poor prognosis ~ 20* (61) 23* (59)
Poor prognosis 11* (33) 13* (33)

Y
9 O Ei Fﬁﬁ 2 < 1u i L \ é o Jata are mean (SD) or *number of patients (%). Histological grade was assessed by the

lassification proposed by the Special IgAN Study Group in 2004 [30].
GFR, estimated glomerular filtration rate; RASi, renin-angiotensin system inhibitors.
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 Data were subjected to
iIntention-to-treat
analysis.
SOITTEFTSN TS,
GroupA33/40=82.5%
GroupB39/40=97.5%
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80 enrolled and randomized

40 assigned to Group A 40 assigned to Group B

(tonsillectomy/

steroid pulses) (steroid pulses alone)

7 discontinued

3 did not meet the inclusion criteria
4 withdrew consen

the stud
y 1 discontinued the study

¢ by withdrawing consent

Y Y
| 33 analyzed | 39 analyzedl
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 The entire trial period (treatment + follow-up)
was 12 months.
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* Data were subjected to intention-to-treat
analysis.
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* Since the allocation was based on the presence
or absence of tonsillectomy, neither the patients
nor the physicians were blinded to the group
assignment. Although those assessing the
outcomes were not blinded, they assessed the
data regarding the pre-defined outcomes using
pre-specified statistical analyses.
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Based on the power of 80% for detecting a

significant difference (P < 0.05, two-sided), 38

patients were required for each study group. To

compensate for non-evaluable patients, we

planned to enroll 40 patients per group.
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— the percentage decrease in urinary protein excretion
during the 12 months from baseline was significantly
larger in Group A than that in Group B (coefficient
estimate -1.316, 95% Cl -2.617 to -0.015, P = 0.047).

Q) REBEKIZ125ATIEFEEELL
— The percentage of patients with the disappearance of
proteinuria (<0.3 g/gCr) was significantly higher in Group
A than in Group B after 10 months (P = 0.029; Figure 3).
However, at 12 months, the difference was not
statistically significant (Group A, 63%; Group B, 39%; P =
0.052).
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— the proportion of patients with the disappearance of
hematuria was not different between the two

groups at any time point (e.g. at 12 months, Group
A, 68%; Group B, 64%, P = 0.672).
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— No patient in either group showed a 100% increase
in serum creatinine from baseline or a 50% decrease
in eGFR from baseline
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60 m Group A
o Group B
50
40 -
£ 30
20 A
N h
0 T T T T 1] T L}
baseline 2 4 6 8 10 12
(mo)
GroupA 33 31 33 32 29 29 32

GroupB 39 38 36 37 35 36 36

FIGURE 5: Frequency of clinical remission during the trial
period. The frequency of patients with clinical remission (i.e. the
disappearance of both proteinuria and hematuria) is shown for each
time point. The frequency was not significantly higher in Group A
than Group B at any time point (Pearson’s chi-square test).
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Adverse Effect

* No adverse effect related to tonsillectomy or general
anesthesia was reported. One patient in Group A and
three in Group B developed diabetes during the trial
period, with one of these Group B patients requiring
insulin therapy during the treatment with
corticosteroid. At the end of the study, blood sugar
levels of all four patients were restored to the normal
range without any medications. No patient had a new
onset of hypertension.
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