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A Case of Rapidly Progressive Kidney Failure

A 60 year old white male was found to have acute renal
faillure with a serum creatinine of 4 mg/dl. Urine dipstick
showed large blood and 2+ protein. Previously, the patien

had
year

peen In good health, took no medications and at his
y physical 3 months ago his serum creatinine was 0.

mg/dl. Other than fatigue, decreased appetite and a minoil
upper respiratory infection a week before hospitalization,
there had been no antecedent symptom#a. chest
radiograph was unremarkableOver the next two days the
patient became oliguric, SCr increased to 6 mg/dl and he
required dialysis.
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Proliferation, necrosis, crescents and
tubulointerstitial damage can be seen in a
number of kidney diseases; more
histologic and serologic information is

needed!




IF Microscopy and Serologic Data

Diagnosis:
Pauctimmune ANCAassociated ‘M
glomerulonephritis




What isPauctimmune Glomerulonephritis?

Pauci-immune GN is a necrotizing, often crescentic GN characterized by
minimal immune deposits in the glomeruli; it is frequently accompanied
by arapid deterioration in kidney function

Pauci-immune GN is often associated with anti-neutrophil cytoplasmic

antibodies (ANCA) as part of the spectrum of ANCA-Associated Vasculitis

(AAV)

Vasculitis

10-40% ANCA
Negative

Symptoms (%)  ANCA-positive  ANCA-negative P-
(n = 51) (n = 33) value

Constitutional 765 Z8.8 041
Renal 74.5 97 0.002

Pulmonary 70.6 60.6 0.18
Arthralgia 39.2 15.2 0.009]

Mucocutaneous 19.6 273 U.21

_URT 25.5 6.1 0.01
Neurological 17.6 0 m

—Ocular 11.8 3 0.09
BVAS 19.9 15.4 0.001

Sharma et allnt J Rheum Dis, 201




e
How Pauciis Pauctimmune GN?

PR3 (n = 55) MPO (n = 74)

Glomerular

Staining 1+, 2+ | >2+ %+ |1+, 2+ |>2+| %+
IgA 15 2 1(30.9%) 22 1 |(31.1%)
IgG 20 1 [(38.2%)| 40 1 | (55.4%)
IgM 37 4 |(74.5%)| 48 6 |(73.0%)
C3 39 9 ((87.3%)| 47 19 |(89.2%)
Clq 8 0 ((14.5%)| 22 0 |[(29.7%)
C4 2 0 (3.6%) 4 0 | (5.4%)

Pauciimmune GN does not mean absence of immune deposits in the glomerul

Vizjak A, et al. Am J Kidney Dis. 2003;41:539-49
RSB



Back to the Patient: Approach to Therapy
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When is Treatment foPauctimmune GN Futile?

Cohort

A Retrospective AAV population of 155 patients

A AverageeGFR7 ml/min/1.73 m? at presentation; 87% needed RRT
A MPO ANCA 56%; PR3 ANCA 44%

A Renal limited disease: 29%

A Treatment: CYC+steroieB7%; Steroids alond3%; PLEX adde2B%

Independent Variables Associated with Outcomes

Ve

ESRD Death 9{w5 b ~ 7" " 7XX
Treatment Response by 4 months Treatment response by 4 months Treatment Response by 4 months
HR 0.06; P<0.001 HR 0.09; P<0.001 HR 0.09; P<0.001

Age <54 yeardiR 0.25; P<0.04  CYC useiR 0.39; P=0.01

CYC uséidR 0.43; P=0
Treatment response: Dialysis independe®GFR>20 ml/min/1.73 n? ; no clinical signs of active systemic vasculitis
Variablesnot associated with adverse outcomes were: Histologic Class; ANCAyqe

Multivariable Model of Response at 4 months
A Induction with CYC: OR=4.4 (compared to steroids alone)
A BaselineeGFR>10 ml/min/1.73 n? (compared toeGFRKm n 0

A 1.2 for every unit decrease in biopsy chronicity score
Probability of response is still >14% even with high chronicity on biopsyeBER10 ml/min/1.73 m?

Lee etal, J Alﬁod\leﬁhrol 2014



ConclusiorTreatment Futility

A Cyclophosphamide and Corticosteroids should r
be withheld from anyone with AAV and Nephritis
no matter how poor their initial kidney function
or how chronically damaged their kidney biopsy
may appear

A If there is no treatment response by 4 months th
chance of sustained, dialysfsee kidney survival
IS <5%

A This question has not been examined with

Rituximab induction
Lee et al, J Alﬁod\leﬁhrol 2014



Corticosteroids Are Needed in All Induction Regimens

Recently, this dogma has been challenged by:

Randomized Trial of C5aR
Inhibitor Avacopann ANCA
Assoclatedvasculitis

Jayne et al, J ArBocNephrol 2017




Rationale for Complement Inhibition in AAV
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Trial Design and Results

A Randomized, doubldlind, placebacontrolled clinical trial in Europe
A Newly-diagnosed or relapsing ANGa#ssociated vasculitis
A Patients were treated with CYC (81%) or RITUX (19%) for induction
Immunosuppression
A SOC arm received placebo pludNB RY A 32y S cnY3Ik RMvna Y I |
A Experimental arms received C5aR inhibitor plus either {dase prednisone
(beginning at 20mg/d) or no prednisone (steroid free) for 12 weeks
A Primaryendpointg & G KS LINPLI2ZNIAZ2Y 2F LI GASy
BVAS by week 12 and no worsening in any organ system
Number of %  P-value
Patients
High dose steroid SOC BVAS response: 14/20 70%
CCX168 patients BVAS response: 36/43 84% P =0.002
CCX168 plus low dose steroid: 19122 86% P =0.002
CCX168 plus no steroid: 17/21 81% P=0.01




