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Both genetic and environmental factors contribute to an 
individual’s susceptibility to autoimmune disease, but the 
specific environmental influences are not well characterized. 
Markle et al. explored how microbial factors, in particular the 
gut microbiota, influence susceptibility to type 1 diabetes in 
mice. In the non-obese diabetic (NOD) mouse model of type 
1 diabetes, female mice are significantly more susceptible to 
disease than males; however, this difference was not apparent 
under germ-free conditions. Transfer of cecal contents from 

male NOD mice to female NOD mice prior to disease onset 
protected against pancreatic islet inflammation, autoantibody 
production, and the development of diabetes and was 
associated with increased testosterone in female mice. 
Blocking androgen receptor activity abrogated protection. 
Thus, the microbiota may be able to regulate sex hormones 
and influence an individual’s susceptibility to autoimmunity.
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Epithelial ovarian cancer (EOC) is the fifth leading cause of 
cancer deaths among women in the United States, but its 
pathogenesis is poorly understood. Some epithelial cancers 
are known to occur in transitional zones between two types of 
epithelium, whereas others have been shown to originate in 
epithelial tissue stem cells. The stem cell niche of the ovarian 
surface epithelium (OSE), which is ruptured and regenerates 
during ovulation, has not yet been defined unequivocally. 
Flesken-Nikitin et al. identified the hilum region of the mouse 
ovary, the transitional (or junction) area between the OSE, 
mesothelium and tubal (oviductal) epithelium, as a previously 
unrecognized stem cell niche of the OSE. They found that 
cells of the hilum OSE cycle slowly and express stem and/or 
progenitor cell markers ALDH1, LGR5, LEF1, CD133 and CK6B. 

These cells display long-term stem cell properties ex vivo and 
in vivo, as shown by serial sphere generation and long-term 
lineage-tracing assays. Importantly, the hilum cells show 
increased transformation potential after inactivation of tumor 
suppressor genes Trp53 and Rb1, whose pathways are altered 
frequently in the most aggressive and common type of human 
EOC, high grade serous adenocarcinoma. This study supports 
experimentally the idea that susceptibility of transitional 
zones to malignant transformation may be explained by the 
presence of stem cell niches in those areas. Identification of a 
stem cell niche for the OSE may have important implications 
for understanding EOC pathogenesis.

Nature 2013; 495: 241

Eitan Israeli

Capsule

Ovarian surface epithelium at the junction area contains a cancer-prone stem cell niche



Original Articles

 287

IMAJ • VOL 15 • june 2013

adenocarcinoma of the cecum. N Engl J Med 2010; 362 (25): 2411-19.
3.	 Howlader N, Noone AM, Krapcho M, et al., eds. SEER Cancer Statistics 

Review, 1975-2008, National Cancer Institute. Bethesda, MD, http://seer.
cancer.gov/csr/1975_2008/, based on November 2010 SEER data submission, 
posted to the SEER web site, 2011. 

4.	 Ekbom A, Helmick C, Zack M, Adami HO. Ulcerative colitis and colorectal 
cancer. A population-based study. N Engl J Med 1990; 323 (18): 1228-33.

5.	 Ziogas A, Horick NK, Kinney AY, et al. Clinically relevant changes in family 
history of cancer over time. JAMA 2011; 306 (2): 172-8.

6.	 Friedenreich C, Norat T, Steindorf K, et al. Physical activity and risk of colon 
and rectal cancers: the European prospective investigation into cancer and 
nutrition. Cancer Epidemiol Biomarkers Prev 2006; 15 (12): 2398-407.

7.	 Wolin KY, Lee IM, Colditz GA, Glynn RJ, Fuchs C, Giovannucci E. Leisure-
time physical activity patterns and risk of colon cancer in women. Int J Cancer 
2007; 121 (12): 2776-81.

8.	 Slattery ML. Physical activity and colorectal cancer. Sports Med 2004; 34 (4): 
239-52.

9.	 Morikawa T, Kuchiba A, Yamauchi M, et al. Association of CTNNB1 (beta-
catenin) alterations, body mass index, and physical activity with survival in 
patients with colorectal cancer. JAMA 2011; 305 (16): 1685-94.

10.	 Botteri E, Iodice S, Bagnardi V, Raimondi S, Lowenfels AB, Maisonneuve P. 
Smoking and colorectal cancer: a meta-analysis. JAMA 2008; 300 (23): 2765-78.

11.	 Giovannucci E. Modifiable risk factors for colon cancer. Gastroenterol Clin 
North Am 2002; 31 (4): 925-43. 

12.	 Larsson SC, Wolk A. Meat consumption and risk of colorectal cancer: a meta-
analysis of prospective studies. Int J Cancer 2006; 119 (11): 2657-64.

13.	 Zbuk K, Sidebotham EL, Bleyer A, La Quaglia MP. Colorectal cancer in 
young adults. Semin Oncol 2009; 36: 439-50.

14.	 Kapiteijn E, Liefers GJ, Los LC, et al. Mechanisms of oncogenesis in colon 
versus rectal cancer. J Pathol 2001; 195 (2): 171-8.

15.	 Union for International Cancer Control, TNM Classification of Malignant 
Tumors. 7th edn. New York: Springer, 2009.

16.	 Itah R, Greenberg R, Werbin N, Sacham-Shmueli E, Inbar R, Avital S. Current 
changes in the management and outcome of patients with curable colorectal 
cancer. IMAJ Isr Med Assoc J 2011; 13 (5): 300-3.

17.	 Morris M, Platell C, Iacopetta B. A population-based study of age-related 
variation in clinicopathological features, molecular markers and outcome 
from colorectal cancer. Anticancer Res 2007; 27 (4C): 2833-8.

18.	 Gonzalez EC, Roetzheim RG, Ferrante JM, Campbell R. Predictors of 
proximal vs. distal colorectal cancers. Dis Colon Rectum 2001; 44 (2): 251-8.

19.	 Liang JT, Huang KC, Cheng AL, Jeng YM, Wu MS, Wang SM. 
Clinicopathological and molecular biological features of colorectal cancer in 
patients less than 40 years of age. Br J Surg 2003; 90: 205-14. 

20.	 Lin JT, Wang WS, Yen CC, et al. Outcome of colorectal carcinoma in patients 
under 40 years of age. J Gastroenterol Hepatol 2005; 6: 900-5. 

21.	 O’Connell JB, Maggard MA, Livingston EH, Yo CK. Colorectal cancer in the 
young. Am J Surg 2004; 187: 343-8.

disease is the single most important predictor of outcome, and 
the higher rates of stage 4 disease should have a grave impact 
on outcome. However, when we compared the survival curves 
of the two groups no difference was detected (log rank test, 
P = 0.92) overall or when comparing node-positive patients 
only. In order to adjust for possible common confounders, 
we performed a multivariate analysis using a stepwise logistic 
regression model, adjusting for age and stage. We found that 
duration of complaints was an independent predictor of mor-
tality. The importance of the duration of complaints cannot be 
underestimated as evidenced by our results, which show that 
for every month longer of complaints the patient has a 1.6-fold 
chance of dying. 

Unfortunately, the retrospective nature of the study as 
well as different sites of follow-up obviate proper evaluation 
of the cause of death, hence the limited ability to draw firm 
conclusions. 

Conclusions

Although uncommon, colon cancer may present at a young 
age. It seems that younger patients are more often diagnosed 
late, at a more advanced stage. The results of this study show 
unequivocally that prompt referral and consequent diagno-
sis is of utmost importance. While promoting awareness of 
colon cancer by large-scale campaigns is important, alertness 
to patients’ complaints, together with evaluation regardless 
of age but according to symptoms and clinical presentation 
are crucial. Large-scale population-based studies are needed 
to confirm this trend. 
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The initial phase in the development of a migraine is still 
poorly understood. Karatas and fellow researchers describe 
a previously unknown signaling pathway between stressed 
neurons and trigeminal afferents during cortical spreading 
depression (CSD), the putative cause of migraine aura 
and headache. CSD caused neuronal Pannexin1 (Panx1) 
megachannel opening and caspase-1 activation followed 
by high mobility group box 1 (HMGB1) release from neurons 
and nuclear factor κB activation in astrocytes. Suppression 

of this cascade abolished CSD-induced trigeminovascular 
activation, dural mast cell degranulation, and headache. 
CSD-induced neuronal megachannel opening may promote 
sustained activation of trigeminal afferents via parenchymal 
inflammatory cascades reaching glia limitans. This pathway 
may function to alarm an organism with headache when 
neurons are stressed.

Science 2013; 339:1092
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Solid tumors contain not only malignant cells but also a wide 
array of host-derived cells that can have dramatic effects 
on tumor behavior. These include macrophages, immune 
cells that enhance tumor progression in part by promoting 
inflammation and whose presence in tumors correlates 
with reduced patient survival times. Macrophages must be 
continually replenished as the tumor grows, but little is known 
about this replenishment process. Studying mice bearing lung 
cancers produced by activation of the RAS oncogene, Cortez-
Retamozo et al. found that tumor-associated macrophages 
are supplied by the spleen, through amplification of hema- 

topoietic stem cells and macrophage progenitor cells. This 
cell amplification process was stimulated by angiotensin 
II, a peptide hormone better known for its role in the renin-
angiotensin system, which regulates blood pressure. Notably, 
mice treated with the blood pressure medication enalapril, 
which inhibits angiotensin II production, had fewer tumor-
associated macrophages and fewer lung tumor nodules than 
control mice. Whether these results can be extrapolated to 
human lung cancer remains to be determined. 

 Immunity 2013; 38: 296

Eitan Israeli

Capsule

Macrophage replenishment in tumors by the spleen

Type I interferons (IFNs) are critical cytokines involved in host 
defense against pathogens, particularly viruses. IFNε is an 
IFN-like gene encoded within the type I IFN locus in mice and 
humans whose function has not been characterized. Fung 
and co-authors created mice with a genetic deletion in Ifnε 
and found that, like other type I IFNs, IFNε signals through 
the IFNα receptors 1 and 2. However, unlike these other 
cytokines, which are primarily expressed by immune cells and 

are induced upon immune cell triggering, IFNε was expressed 
exclusively by epithelial cells of the female reproductive tract 
in both mice and humans and its expression was hormonally 
regulated. IFNε-deficient mice were more susceptible 
to infection with herpes simplex virus 2 and Chlamydia 
muridarum, two common sexually transmitted pathogens.

Science 2013; 339: 108
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Much of the research on intravenous immunoglobulin (IVIG) 
use in epilepsy has focused on childhood epilepsies and the 
results have been inconclusive. With the accumulation of 
evidence for inflammation in epilepsy and epileptogenesis, 
IVIG might have a role to play in adult epilepsy. In a literature 
review Sharp and Javidan focus on the purported mechanisms 
of IVIG, the link between inflammation and the various causes 
of adult epilepsy, and the different steps of epileptogenesis 
at which inflammation might play a role. They also review the 

current clinical evidence supporting IVIG as a treatment for 
epilepsy in the adult population. Though there is interesting 
theoretical potential for treatment of refractory epilepsy in 
adults with IVIG, there is insufficient evidence to support 
its standard use. The question remains if IVIG should still 
be considered as an end-of-the-line option for patients with 
epilepsy poorly responsive to all other treatments.

 Can J Neurol Sci 2012; 39 (5): 584 
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Several recent papers have revealed the unexpected genetic 
and pathological overlap between frontotemporal lobar 
degeneration (FTLD) and amyotrophic lateral sclerosis 
(ALS). The most common genetic cause is the GGGGCC 
hexanucleotide repeat expansion upstream of the C9orf72 
coding region affecting about 10% of all patients. It is 
currently unknown how repeat expansion might lead to 
neurodegeneration. C9orf72 patients show two distinct types 
of ubiquitinated inclusions in the central nervous system, one 
of which was identified as phosphorylated TDP-43 protein. 
However, all inclusions in the cerebellum and most inclusions 

in the hippocampus and neocortex lack TDP-43, and the actual 
disease protein is unknown. Mori et al. discovered that most of 
these characteristic inclusions contain poly-(Gly-Ala) and, to a 
lesser extent, poly-(Gly-Pro) and poly-(Gly-Arg) dipeptide-repeat 
proteins that are generated by non-ATG–initiated translation 
from the expanded GGGGCC repeats in three reading frames. 
The findings yield mechanistic insight into the pathogenesis of 
FTLD/ALS with C9orf72 repeat expansions and directly link this 
common mutation to the characteristic pathology.

Science 2013; 339: 1335
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Regulatory T (Treg) cells suppress autoimmune disease, 
and impaired Treg cell function is associated with 
rheumatoid arthritis. Nie and team demonstrate that 
forkhead box P3 (FOXP3) transcriptional activity and, 
consequently, Treg cell suppressive function are regulated 
by phosphorylation at Ser418 in the C-terminal DNA-binding 
domain. In rheumatoid arthritis-derived Treg cells, the 
Ser418 site was specifically dephosphorylated by protein 
phosphatase 1 (PP1), whose expression and enzymatic 
activity were induced in the inflamed synovium by tumor 
necrosis factor-alpha (TNFα), leading to impaired Treg cell 
function. Moreover, TNFα-induced Treg cell dysfunction 

correlated with increased numbers of interleukin-17 (IL17)+ 
and interferon-γ (IFNγ)+CD4+ T cells within the inflamed 
synovium in rheumatoid arthritis. Treatment with a TNFα-
specific antibody restored Treg cell function in subjects with 
rheumatoid arthritis, which was associated with decreased 
PP1 expression and increased FOXP3 phosphorylation in 
Treg cells. Thus, TNFα controls the balance between Treg 
cells and pathogenic TH17 and TH1 cells in the synovium 
of individuals with rheumatoid arthritis through FOXP3 
dephosphorylation.

Nature Med 2013; 19: 322
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Reduced levels of naturally occurring autoantibodies against 
amyloid-β (Aβ) have been described in Alzheimer’s disease 
(AD). Lifetime depression doubles the risk of AD, thus these 
autoantibodies may also be reduced in this group. Maetzler and 
colleagues measured serum immunoglobulin G autoantibody 
titers against Aβ1-42, S100b and α-synuclein in 214 individuals 
with depression and 419 controls. Titers against Aβ1-42 were lower 

in individuals with lifetime depression (5544.6 ± 389.3) compared 
to controls (7208.7 ± 482.4, P = 0.048). Titers against S100b and 
α-synuclein were comparable between the cohorts. These data 
suggest an AD-like impairment of the humoral immune response 
in a relevant proportion of individuals with depression.

J Alzheimers Dis 2012; 32 (1): 95 
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cations such as limb ischemia and high 
output heart failure due to significant 
shunting can occur. Conversely, arteriove-
nous fistula complicating radial access for 
cardiac catheterization is exceedingly rare 
and is unlikely to cause any serious con-
sequences. In fact, only one report of this 
complication was previously published in 
the English-language medical literature 

[2]. As in our case, due to the superficial 
course of the radial artery, arteriovenous 
fistula in this location can be easily diag-
nosed and treated. 
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The mechanisms that regulate hematopoietic stem cell 
(HSC) regeneration after myelosuppressive injury are not 
well understood. Doan et al. identified epidermal growth 
factor (EGF) to be highly enriched in the bone marrow serum 
of mice bearing deletion of Bak and Bax in TIE2-expressing 
cells in Tie2Cre; Bak1−/−; Baxflox/– mice. These mice showed 
radioprotection of the HSC pool and 100% survival after a 
lethal dose of total-body irradiation (TBI). Bone marrow HSCs 
from wild-type mice expressed functional EGF receptor (EGFR), 
and systemic administration of EGF promoted the recovery 
of the HSC pool in vivo and improved the survival of mice 

after TBI. Conversely, administration of erlotinib, an EGFR 
antagonist, decreased both HSC regeneration and the survival 
of mice after TBI. Mice with EGFR deficiency in VAV-expressing 
hematopoietic cells also had delayed recovery of bone marrow 
stem and progenitor cells after TBI. Mechanistically, EGF 
reduced radiation-induced apoptosis of HSCs and mediated 
this effect through repression of the proapoptotic protein 
PUMA. These findings show that EGFR signaling regulates HSC 
regeneration after myelosuppressive injury.

Nature Med 2013; 19: 295
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Despite the high frequency of CD4+ T cells with a regulatory 
phenotype (CD25+CD127(low) FoxP3+) in the joints of 
patients with rheumatoid arthritis (RA), inflammation 
persists. One possible explanation is that human Treg cells 
are converted into pro-inflammatory interleukin-17 (IL-17)-
producing cells by inflammatory mediators and thereby 
lose their suppressive function. Walter et al. set out to 
investigate whether activated monocytes, which are potent 
producers of inflammatory cytokines and are abundantly 
present in the rheumatic joint, induce pro-inflammatory 
cytokine expression in human Treg cells and impair their 
regulatory function. The presence and phenotype of 
CD4+CD45RO+CD25+CD127(low) T cells (memory Treg cells) 
and CD14+ monocytes in the peripheral blood (PB) and 
synovial fluid (SF) of patients with RA were investigated 
by flow cytometry. Memory Treg cells obtained from 
healthy control subjects underwent fluorescence-activated 
cell sorting and were then co-cultured with autologous 
activated monocytes and stimulated with anti-CD3 
monoclonal antibodies. Intracellular cytokine expression, 

phenotype, and function of cells were determined by flow 
cytometry, enzyme-linked immunosorbent assay, and 
proliferation assays. In patients with RA, the frequencies 
of CD4+CD45RO+CD25+CD127(low) Treg cells and activated 
CD14+ monocytes were higher in SF compared with PB. 
In vitro-activated monocytes induced an increase in the 
percentage of IL-17-positive, interferon-gamma (IFNγ)-
positive, and tumor necrosis factor-alpha (TNFα)-positive 
Treg cells as well as IL-10-positive Treg cells. The observed 
increase in IL-17-positive and IFNγ-positive Treg cells was 
driven by monocyte-derived interleukin (IL)-1β, IL-6, and TNFα 
and was mediated by both CD14+CD16- and CD14+CD16+ 
monocyte subsets. Despite enhanced cytokine expression, 
cells maintained their CD25+FoxP3+CD39+ Treg cell 
phenotype and showed an enhanced capacity to suppress T 
cell proliferation and IL-17 production. Treg cells exposed to 
a pro-inflammatory environment showed increased cytokine 
expression as well as enhanced suppressive activity.

Arthritis Rheum 2013; 65 (3): 627
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Histological findings

Core needle biopsy of the mass dem-
onstrated large deposits of amorphous 
eosinophilic material, which was Congo 
red-positive and exhibited green birefrin-
gence under polarized light, confirming 
the amyloid nature of the material. The 
amyloid deposits were surrounded by 
multinucleated foreign body-type giant 
cells. In the background there were 
infiltrates of plasmacytoid cells. These 
cells and the eosinophilic material were 
strongly positive for monoclonal lambda 
light chains, whereas a stain for kappa 
light chain was negative. 

After the diagnosis of amyloidoma an  
extensive workup was conducted to seek  
systemic amyloidosis. Neurological exam- 
ination was normal, without signs of 
peripheral neuropathy. The bone marrow 
biopsy showed normocellular marrow, 
with no increased number of plasma cells 
and no deposition of amyloid. A rectal 
biopsy was also negative for amyloid. A 
cardiac echocardiogram showed normal 
left ventricular function, with no signs of 
cardiac amyloidosis. 

Skeletal survey and whole-body CT  
were negative for plasmacytomas. Labo- 
ratory tests showed the following: normal 
hemoglobin, calcium, creatinine, total 
protein/albumin, lactate dehydrogenase, 

serum protein electrophoresis, and as 
mentioned earlier, positive lambda light 
chains proteinuria of about 0.410 g/24 hr, 
with slightly abnormal free light chains 
kappa/lambda ratio. The patient under-
went surgical extirpation of the tumor, 
along with excision of the right 7th rib; 
the recovery was uneventful. However, a 
follow-up chest CT scan 3 months after 
surgery showed a new 2.5 cm mass in the 
same area. A diagnostic biopsy showed the 
same pattern of amyloid tumor and the 
workup showed no other signs of amy-
loidosis. The patient is currently receiving 
local radiotherapy.

COMMENT

Localized and systemic amyloidosis are two 
distinct forms of the disease with different 
prognoses and management. The progres-
sion to disseminated disease is common 
in amyloid light chain amyloidoma [3,4]. 
Amyloidoma associated with plasmacy-
toma and without evidence of systemic 
amyloidosis is extremely rare [5]. 

We present a case of isolated amy-
loidoma that occurred in an otherwise 
asymptomatic patient with a long history 
of lambda light chain myeloma without 
need for treatment. Although by definition 
this tumor is part of a systemic disease, in 

our patient the clinical course was similar 
to the localized form. Due to the early 
relapse after surgical excision, systemic 
therapy as well as close follow-up may be 
warranted, after development of new signs 
and symptoms of systemic amyloidosis. 
To our knowledge, this is a unique case in 
which systemic amyloidosis behaved as a 
localized form.
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The changes in balance of cytokine profile may result in either 
recovery or persistence of hepatitis B virus (HBV) and hepatitis 
C virus (HCV) infections. Akcam and co-scientists aimed to 
reveal a possible correlation between cytokine levels, i.e., 
tumor necrosis factor-alpha (TNFα), interferon-gamma (IFNγ), 
interleukin (IL)-10, IL-18, and transforming growth factor-beta 
(TGFβ); and Ishak score or fibrosis in patients with chronic 
hepatitis B (CHB) or chronic hepatitis C (CHC). Fifty patients 
with CHB (n=25), CHC (n=25), and the control group of subjects 
with negative hepatitis B and C serology (n=30) were included 
in the study. Patients who did not agree to participate in the 
study were excluded. Serum cytokine levels were measured 
by ELISA. Liver biopsies from the patients were also taken for 
pathological analyses by the same pathologist. The serum 
levels of TNFα, IL-10 and IL-18 in the hepatitis C group were 

significantly high compared with those of the control group 
(P = 0.017, P = 0.001, and P = 0.004 respectively), but only IL-
10 levels in the hepatitis B group were significantly high (P = 
0.001). These groups did not show any significant difference 
with respect to IFNγ or TGFβ levels. In patients with CHB or CHC, 
there was a significant correlation (P = 0.000) between TNFα 
and Ishak score or fibrosis, but no such correlation was found 
with IFNγ, IL-10, IL-18, or TGFβ. Results showed that cytokine 
activities were important indicators of clinical severity and 
progression of HBV and HCV infections. Further investigation 
on possible effects of cytokines on hepatocellular damage and 
fibrosis should be undertaken with new immunopathological 
approaches to viral hepatitis.

J Interferon Cytokine Res 2012; 32 (12): 570
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cally associated with H. pylori infection. 
Consequently, the patient was treated 
with standard “triple therapy” (esome-
prazole, clarithromycin and amoxicil-
lin) for 2 weeks. Eventually, she became 
asymptomatic and a second gastroscopy 
performed 3 months after the original 
diagnosis showed a marked reduction and 
fading of the antral granulomas. Gastric 
histology and rapid urease test were 
negative for H. pylori and the urea breath 
test corroborated the successful H. pylori 
eradication. Furthermore, a follow-up 
gastroscopy with multiple gastric biop-
sies performed 9 months later revealed 
neither inflammation nor granulomas. 

COMMENT

Granulomatous gastritis is a rare entity 
occurring in 0.08% to 0.35% of all gas-
tritis biopsies and gastric surgical resec-

tion specimens [1,2]. The etiological 
diagnosis of GG can be challenging since 
it could be due to any of a long list of 
non-infectious and infectious disorders 
including Crohn’s disease, sarcoidosis, 
underlying malignancy, vasculitis, for-
eign bodies, tuberculosis, histoplasmosis, 
and syphilis among others [1,2]. There 
have been some reports in the literature 
pointing to a potential link between H. 
pylori infection and GG [2-4]. We believe 
our case strongly supports this intriguing 
association, based on the complete resolu-
tion of the symptoms and the histological 
findings after the H. pylori eradication 
therapy. Accordingly, while GG is related 
to a conundrum of diseases, it might be 
worthwhile looking for and treating any 
H. pylori infection after ruling out other 
main potential treatable medical condi-
tions such as Crohn’s disease, sarcoidosis 
and gastric malignancy [5]. 
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The role of vitamin D in situations other than calcium 
homeostasis and bone health has become topical. It is 
apparent that vitamin D has significant effects on the immune 
system and as such may contribute to the pathogenesis 
of autoimmune disease. Gatenby examines the evidence 
to date that vitamin D has a role in immune-mediated 
rheumatic disorders. Low vitamin D status is reported in 
many inflammatory rheumatic conditions. In some this 
extends to an association with disease activity. Vitamin 
D acts on a number of cells involved in both innate and 
acquired immunity, biasing the adaptive immune system 

away from Th17 and Th1 towards Th2 and Tregs. Deficiency, 
accordingly, could encourage autoimmunity. Direct evidence 
for this plausible mechanism in specific diseases remains 
to be demonstrated. To date, there is a dearth of controlled 
trials of vitamin D in prophylaxis or therapy. Vitamin D 
deficiency may well be an important factor in autoimmune 
rheumatic disease, including initial disease development 
and worsening the disease once present. This is testable and 
there is a pressing need for therapeutic studies.

Curr Opin Rheumatol 2013; 2 (2): 184
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Mesenchymal stem cells (MSC) are promising for multiple 
sclerosis (MS) treatment. However, clinical results remain 
controversial, and no criteria are available for predicting 
the efficiency of MSC therapy. Using an in vitro model of 
lymphocytes and MSC co-cultivation, Zafranskaya et al. 
revealed that the Index of MSC Suppression of myelin-
induced memory T cells proliferation was stronger than that 
of PHA-stimulated proliferation and inversely correlated with 

patients’ EDSS score. In vitro expression of CD119 (IFNGR1) in 
mitogen/myelin-stimulated T cells increased in the presence 
of MSC, being inversely correlated with T lymphocyte prolif- 
eration. The Index of MSC Suppression and CD119 expression 
in T lymphocytes may be useful when assessing MSC immu- 
nosuppressive potential in MS patients.

Immunol Lett 2013; 149 (1-2): 9
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[D & E] Two main scar zones 4 months after surgery

quet is routinely applied. In this case, the 
antiseptic solution pooled distal to the 
tourniquet and in the posterior aspect of 
the knee during surgery. It appears to be 

the cause of the deep second and third-
degree chemical burns sustained in the 
area of the knee. However, the second 
region of burn was at the site of the pres-

sure area of the tourniquet. The likelihood 
that the chlorhexidine accumulated under 
the tourniquet is small due to the local-
ized high pressure of the HemaClear; 
however, it is possible that chlorhexidine 
accumulated just distal to the HemaClear 
tourniquet. Both burn sites were in the 
posterior area of the leg, indicating the 
site of accumulation by decubitus of the 
chlorhexidine. 

Chlorhexidine solution can produce 
second and third-degree burns when used 
as a preoperative antiseptic solution. The 
surgeon must be alert and must carefully 
dry the area where a large quantity of 
chlorhexidine solution might accumulate.
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[B & C] Two main zones of chemical burn 2 weeks after surgery

There is increasing interest in the role of autoantibodies in 
acquired autoimmune central nervous system disorders. 
N-methyl-D-aspartate receptor (NMDAR) encephalitis is 
an autoimmune encephalitis defined by the presence of 
autoantibodies that bind to the NMDAR. Although there is 
evidence of NMDAR antibody pathogenicity, it is unclear 
which treatment results in the best outcome. Dale et al. 
measured the proportion of B cells in the cerebrospinal 
fluid of two children with NMDAR encephalitis (a 6 year old 
male and a 4 year old female), one in the acute phase and 

one in the relapsing phase. The proportion of CD19(+) B 
cells in both children was greater than 10%, significantly 
higher than seen in non-inflammatory neurological 
disorders (< 1%). This finding supports the use of drugs, 
such as rituximab, that deplete B cells in severe or 
refractory cases of NMDAR encephalitis, and lends further 
support to the humoral autoimmune hypothesis in NMDAR 
encephalitis.

Dev Med Child Neurol 2013; 55 (2): 191
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shameful Nazi doctors after whom diseases 
are named. In 2011, the American College  
of Rheumatology (ACR), the American 
Society of Nephrology (ASN) and the 
European League Against Rheumatism 
(EULAR) resolved to change the name of 
the disease to Granulomatosis with poly-
angiitis. IMAJ already related to this issue 
in an article “Eponyms and the Nazi era: 
time to remember and time for change” 
by R.D. Strous and M.C. Edelman [IMAJ 
2007; 9 (3): 207-14]. 

I believe that the Journal of the Israel 
Medical Association should be especially 
careful in the appropriate use of medical 
terms and should not provide continued 
glory to Nazi doctors especially after the 
recent Holocaust memorial day and in view 
of the journal being aware of this issue. 

J. Sosna MD
Chairman, Dept. of Radiology, Hadassah Hebrew 
University Medical Center, Jerusalem, and 
President, Israel Radiological Association (ISRA)

Paraparesis and 
rhabdomyolysis
To the Editor: 

T he uncommon case reported in your 
journal [1] brought to mind our four 

patients who developed an unusual clinical 
phenomenon of compartment syndrome 
with development of a flaccid paraparesis 

and rhabdomyolysis immediately after 
awakening from a prolonged sleep episode 
in an unusual posture (due to alcohol con-
sumption and drug abuse), which might, 
in fact, be a ‘new syndrome’ [2].

Electrophysiological investigations 
were indicative of a sensory-motor axo-
nal-demyelinative polyneuropathy. All 
patients were heavy smokers and two had 
subclinical hypothyroidism. Incomplete 
recovery was noted during the reha-
bilitation and follow-up period. Did our 
patients develop a syndrome that is a new 
entity, or was it simply a coincidence of 
prolonged unusual posture followed by an 
acute onset of rhabdomyolysis, parapare-
sis and polyneuropathy?

The patients suffered from depressed 
mood, smoked cigarettes, consumed 
alcohol and/or drugs, and fell asleep in 
bizarre postures, which was followed by 
a combination of rhabdomyolysis and 
compartment syndrome. Eventually they 
were diagnosed as having polyneuropathy 
and cauda equina syndrome. Another case 
was described by a Croatian colleague, Dr. 
Pavao Vlahek [3]. His patient was admit-
ted with rhabdomyolysis and paraparesis 
after sleeping on the floor in an awkward 
position for 5 hours. He woke up with 
paraparesis. He was first admitted to an 
intensive care unit with high creatine 
phosphokinase (>30,000 units) and 
treated for acute renal failure for 2 weeks. 

He was then sent to a specialized ward 
where he was started on a rehabilitation 
program. It was assumed that he had a spi-
nal cord injury as a result of falling off the 
couch, but this was not supported by clini-
cal or radiological evidence. The patient is 
a doctor who served in the Croatian lib-
eration war during the 1990s. He was cap-
tured and spent a few months in a Serbian 
prison camp where he was subjected to 
torture. It was presumed that he woke up 
at night, started to walk, and fell because 
he already had lower limb weakness. It 
appears that all these patients experienced 
the rare combination of a common pre-
morbid condition and prolonged sleep in 
an unusual posture. Clinicians should be 
aware of this new clinical picture.

Ohry MD
Section of Rehabilitation Medicine, Reuth Medical 
Center, Tel Aviv, Israel 
[aohry@bezeqint.net]
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The demonstration in humans and mice that nucleic acid-
sensing TLRs and type 1 interferons are essential disease 
mediators is a milestone in delineating the mechanisms 
of lupus pathogenesis. Baccala et al. show that Ifnb gene 
deletion does not modify disease progression in NZB mice, 
thereby strongly implicating IFNα subtypes as the principal 
pathogenic effectors. They further document that long-term 
treatment of male BXSB mice with an anti-IFNα/β receptor 
Ab of mouse origin reduced serologic, cellular and histologic 
disease manifestations and extended survival, suggesting 
that disease acceleration by the Tlr7 gene duplication in this 
model is mediated by type 1 IFN signaling. The efficacy of this 

treatment in BXSB mice was clearly evident when applied 
early in the disease process, but only partial reductions in 
some disease characteristics were observed when treatment 
was initiated at later stages. A transient therapeutic effect 
was also noted in the MRL-Fas(lpr) model, although overall 
mortality was unaffected. The combined findings suggest 
that IFNα/β receptor blockade, particularly when started at 
early disease stages, may be a useful treatment approach 
for human systemic lupus erythematosus and other auto- 
immune syndromes.
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