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INTRODUCTION: Sjogren’s syndrome is a slowly progressing autoimmune disease
characterized by lymphocytic infiltration of the exocrine glands, mainly the lacrimal and
salivary glands, resulting in their impaired secretory function. Simultaneously, systemic
involvement and symptoms of cutaneous, respiratory, renal, hepatic, neurologic, and vascular
systems often occur.[1] This syndrome can present either alone (as primary Sjogren’s
syndrome) or in the context of an underlying connective tissue disease (as secondary Sjogren’s
syndrome).[2] Renal involvement is a well recognized extra glandular manifestation of primary
Sjogren’s syndrome (pSS). Most common manifestations are related to tubular dysfunction,
resulting from chronic interstitial nephritis, which can manifest as distal renal tubular acidosis
(dRTA), proximal RTA(pRTA), tubular proteinuria, or nephrogenic diabetes insipidus.[3,4]
Hypokalemic periodic paralysis, urolithiasis, or osteomalacia are uncommon renal
manifestations of pSS.[1] Here, we present a case of primary Sjogren’s syndrome
predominantly presenting as a renal manifestation in the form of nephrogenic Diabetes
Insipidus secondary to severe hypokalemia due to dRTA.

CASE REPORT: A 35-year-old female from poor socio-economic family, mother of 4 children
presented with increase frequency of micturation with excessive thirst and intermittent dysuria
since 7 years. On several occasions, she was investigated with blood sugar estimations, was
normoglycemic every time. She also gave history of progressive generalized and proximal
muscle weakness of upper and lower limbs for the past 4 years and increasing difficulty during
walking for the past 3 years. There was history of significant loss of weight and became
emaciated with marked atrophy of muscles in all extremities (proximal > distal), backache and
bone pain, loss of appetite which she attributed to excessive water intake. With the progressive
nature of the disease, she became bed-ridden for last 6 months. She also complained of dryness
of mouth and gritty sensation of eyes for past 6 months. She was amenorrheic since 4 months.
There was no history of fever, joint pain, skin rash, photosensitivity, or parotid swelling. Power
in all the muscle groups was markedly reduced but the sensory examination was normal.
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DISCUSSION: In view of history and investigations, possibility of renal tubular dysfunction
secondary to distal RTA was considered. Diabetes Mellitus was again first ruled out. Routine
investigations revealed severe hypokalemia with “U” wave in ECG with normal Na* level.
Subsequent ABG showed severe non anion gap metabolic acidosis with severe hypokalemia. Her
urine PH was 6.5(not fully acidified to the extent of severe systemic acidosis) while plasma PH
was 7.0. She also had severe kaliuresis (24 hrs urinary K* of 468mEq/24 hrs (normal->25-125)
in the setting of severe hypokalemia (K*=1.4meq/L). Thus, renal tubular dysfunction secondary
to dRTA was confirmed. Proximal RTA was not considered as her urine was negative for any
reducing substance and protein. To find the cause for dRTA, immunological markers were
checked, ANA, Rheumatoid factor were positive, however anti-ds DNA was negative, ESR was
elevated, indicating an immunological origin. Since the association between dRTA and pSS is
well documented, specific markers for Sjogren's syndrome i.e. Anti SS-A/Ro and Anti SS-B/La
were further checked. The result was strong positivity for Anti SS-B/La (2.8). Mucosal biopsy
from lower lip for lymphocytic infiltration of the minor salivary glands showed chronic
sialadenitis with evidence of epimyoepithelial islands and fibrosis strongly suggestive of
Sjogren’s disease. Dry eye was confirmed by Schirmer’s test which was strongly positive (1mm
at 5mins).As the literature suggests the association of dRTA (also Primary Sjogren’s) with
MBD[8-14], skeletal survey was also performed which showed moderate anterior wedging of
the vertebral bodies(Lund ‘s criteria) and USG picture of bilateral renal microliths. DEXA Scan
was not performed as this facility was not available at that time. However, the overall findings
suggest the co-existence of MBD with dRTA. So, our patient presents with nephrogenic diabetes
insipidus resulting from severe hypokalemia associated with dRTA secondary to primary
Sjogren's syndrome with co-existing MBD. Initially, K* supplementation was done parenterally
followed by Shohl’s solution; the dose was titrated according to the clinical and biochemical
parameters. Significant improvement in the general condition was achieved within three weeks,
able to walk unassisted in one month’s time. Osmotic symptoms completely subsided in 6
weeks. She is on regular follow up with Shohl’s solution and calcium and Vitamin D
supplementation.

ANSWERS TO THE QUIRIES ASKED:

1. Severe hypokalemia was considered as the cause for myopathy in my patient as
the patient’s proximal muscle weakness improved completely on correction of
the hypokalemia. CPK, EMG and NCV were not performed as the weakness
improved considerably.

2. SS-B (Anti-La) Ab was strongly positive (2.8) and SS-A (Anti-Ro) was negative
(0.4). It was a mistake in the printing (apologise for the same). Corrected version
is sent for review again. Primary Sjogren’s mentioned in my article still holds
true.

3. Rheumatoid factor positivity in primary Sjogren’s is also known even though it
may suggest secondary to Rh arthritis. Further my patient did not have any
history of joint pain and early morning stiffness. Anti-CCP was performed and
was negative.

4. ANA can again be positive as a part of an autoimmune connective tissue disease.
My patient did not have any features suggestive of SLE.

REFERENCES:

Journal of Evolution of Medical and Dental Sciences/ Volume 2/ Issue 8/ February 25,2013 Page-871



CASE REPORT

10.

11.

12.

13.

14.

15.

16.

17.

18.

19.

Fox IR. Sjogren’s syndrome. Lancet. 2005; 366:321-31.

Mavragani CP, Moutsopoulos NM, Moutsopoulos HM. The management of Sjogren’s
syndrome. Nat Clin Pract Rheumatol. 2006; 5:252-61.

Goules A, Masouridi S, Tzioufas AG, loannidis JP, Skopouli FN, Moutsopoulos HM.
Clinically significant and biopsy-documented renal involvement in primary Sjogren’s
syndrome. Medicine (Baltimore) 2000; 79:241-9.

Bossini N, Savoldi S, Franceschini F, Mombelloni S, Baronio M, Cavazzana I, et al. Clinical
and morphological features of kidney involvement in primary Sjogren’s syndrome.
Nephrol Dial Transplant. 2001; 16:2328-36.

Manthorpe R, Asmussen K, Oxholm P. Primary Sjogren’s syndrome: Diagnostic criteria,
clinical features and disease activity. ] Rheumatol Suppl. 1997; 50:8-11.

Richards P, Chamberlain M], Wrong OM. Treatment of osteomalacia of renal tubular
acidosis by sodium bicarbonate alone. Lancet. 1972; 2:994-7.

Elkinton JR. Renal acidosis: Diagnosis and treatment. Med Clin North Am. 1963; 47:935-
58.

Pal B, Griffiths ID. Primary Sjogren’s syndrome presenting as osteomalacia secondary to
renal tubular acidosis. Br ] Clin Pract. 1998; 42:436-8.

Monte Neto ]JT, Sesso R, Kirsztajn GM, Da Silva LC, De Carvalho AB, Pereira AB.
Osteomalacia secondary to renal tubular acidosis in a patient with primary Sjogren’s
syndrome. Clin Exp Rheumatol. 1991; 9:625-7.]

Hajjaj-Hassouni N, Guedira N, Lazrak N, Hassouni F, Filali A, Mansouri A, et al
Osteomalacia as a presenting manifestation of Sjogren’s syndrome. Rev Rhum Engl Ed.
1995; 62:529-32.

Okazaki H, Muto S, Kanai N, Shimizu H, Masuyama |, Minato N, et al. A case of primary
Sjogren’s syndrome presenting as osteomalacia secondary to renal tubular acidosis.
Ryumachi. 1991; 31:45-53.

Okada M, Suzuki K, Hidaka T, Shinohara T, Kataharada K, Matsumoto M, et al. Rapid
improvement of osteomalacia by treatment in case with Sjogren’s syndrome,
rheumatoid arthritis and renal tubular acidosis type 1. Intern Med. 2001; 40:829-32.
Yang YS, Peng CH, Sia SK, Huang CN. Acquired hypophosphatemia osteomalacia
associated with Fanconi's syndrome in Sjogren’s syndrome. Rheumatol Int. 2007;
27:593-7.

Fulop M, Mackay M. Renal tubular acidosis, Sjogren’s syndrome, and bone disease. Arch
Intern Med. 2004; 164:905-9.

Bridoux F, Kyndt X, Abou-Ayache R, Mougenot B, Baillet S, Bauwens M, et al. Proximal
tubular dysfunction in primary Sjogren’s syndrome: A clinicopathological study of 2
cases. Clin Nephrol. 2004; 61:434-9.

Shearn MA, Tu WH. Nephrogenic diabetes insipidus and other defect of renal tubular
function in Sjogren’s syndrome. Am | Med. 1965; 39:312-8.

Delplace M. Renal manifestations of Sjogren’s syndrome. Review of the literature
starting with a case. Sem Hosp. 1983; 59:1693-8.

Walker BR, Alexander F, Tannenbaum PJ]. Fanconi's syndrome with renal tubular
acidosis and light chain proteinuria. Nephron. 1971; 8:103-7.

Morris RC, Sebastian A, Morris E, Ueki 1. Hypergammaglobulinemic renal tubular
acidosis: A spectrum of physiological disturbances. ] Clin Invest. 1968; 47:70.

Journal of Evolution of Medical and Dental Sciences/ Volume 2/ Issue 8/ February 25,2013 Page-872



CASE REPORT

20. Kamn DE, Fischer MS. Proximal renal tubular acidosis and the Fanconi's syndrome in a
patient with hypergammaglobulinemia. Nephron. 1972; 9:208-19.

21. Nakamura H, Kita ], Kawakami A, Yamasaki S, Ida H, Sakamoto N, et al. Multiple bone
fracture due to Fanconi's syndrome in primary Sjogren’s syndrome complicated with
organizing pneumonia. Rheumatol Int. 2009; 30:265-7.

22. Kobayashi T, Muto S, Nemoto ], Miyata Y, Ishiharajima S, Hironaka M, et al. Fanconi's
syndrome and distal (Type 1) renal tubular acidosis in a patient with primary Sjogren’s
syndrome with monoclonal gammopathy of undetermined significance. Clin Nephrol.
2006; 65:427-32.

23. Clarke BL, Wynne AG, Wilson DM, Fitzpatrick LA. Osteomalacia associated with adult
Fanconi's syndrome: Clinical and diagnostic features. Clin Endocrinol (Oxf) 1995;
43:479-90.

24. Deepak Khandelwal, Saptarshi Bhattacharya, Rajesh Khadgawat, et al. Hypokalemic
paralysis as a presenting manifestation of primary Sjogren’s syndrome: A report of two
cases. Indian ] Endocrinol Metab. 2012 Sep-Oct; 16(5): 853-855.

Table 1:- Physical parameters

Weight 28kgs

Height 151cm

BMI 12.28k/m?
Pulse 74 /min

BP 100/60mmHg
Thyroid Normal size
Parotids Not enlarged
Teeth normal
Muscles Generalized atrophy
Power 2/5

Deep tendon Reflexes absent

Journal of Evolution of Medical and Dental Sciences/ Volume 2/ Issue 8/ February 25,2013 Page-873



CASE REPORT

Table 2:- Laboratory parameters
Hb 12.6gm% Na+ 140
TLC 9830 K+ 1.4
Plt 3.11lacs Cl- 109
ESR 45 Bil 1.0
FBS 95 SGOT 27
HbAlc 5.6% SGPT 33
FT4 11 GGT 28
TSH 0.6ulU/ml ALP 66
S.Urea 20 T. Prot 7.4
S.Creatinine 0.7 Alb 3.9
ECG “U” wave Cal 8.6
25(0H)2D3 26 ng/dl Schirmer’s test 1mm at 5mins
Urine RE Glucose-nil
Protein-nil
Sp gr-1005
PH-6.5
CXRP/A NAD 24hrs urinary K+ 468mEq/24 hrs(25-125)
USGW/A Bil renal microliths, | 24hrs urinary Na* 1872mEq/24hrs(40-220)
cholelithiasis
X-Ray D/L spine | Ant. wedging of the | 24hrs urinary creat 275mg/kg/24hrs(11-20)
vertebrae
RA factor +ve Plasma osmolality 281.3mosm/kg(270-300)
CRP -ve Urine osmolality 126 mosm/kgH,0
ANA -ve Anti SS-A/Ro 0.4(Negative)
Anti ds DNA +ve Anti SS-B/La 2.8 (Strongly positive)
Table 3:- Serial serum Na* and K*
serum Na* | 140 | 140 | 136 | 140 | 135 | 136
serumK+ | 14 | 22 | 24 | 28 | 3.0 | 3.6
Table 4:- Serial ABG
PH 7.0 7.2 734 |74
HCO3 158 | 159 17.2 | 18.6
pCO2 326 | 339 29 30
p02 81 78 84 92
Na+ 140 134 135 | 136
K+ <2 2.8 3.0 3.6
Cl- 109 105 103 | 104
iCal 092 |08 1.0 1.2
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