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The
Importance of
by Nelson L. Rhodus. DMD, MPH, FICD, University of Minnesota

We suggest using this article as a resource on saliva and discussing the more
medically-detailed sections, as well as treatment options, with your dentist or physician.

A

human being normally produces approximately 1.5 liters of saliva per day. There is a typical diurnal circadian
rhythm in the production of that saliva with one peak in the mid-morning followed by a relative decrease until
the second peak occurs around early evening. Saliva flow normally is decreased at night. Saliva is produced
by several glands: the submandibular glands (which lie bilaterally just under the posterior jaw) produce most of
the quantity of saliva (45%) and it is a mixed fluid with both mucous (thick, stringy fluid) and water but containing most of the proteins; the paired parotid glands (which are in the mid-face just in front of the ears) produce
primarily serous (or watery) fluid and accounts for about 35% of the total quantity; the sublingual glands (again
continued page 2 t

Is it important who my doctor has
analyzing my lip biopsy results?
by Yvonne R. S. Sherrer, MD, FACR

Yes. Experience is necessary for the accurate reading
of all biopsies but this is particularly true in the case of
lip biopsies done to establish the diagnosis of Sjögren’s.
Many hospitals do not have the expertise necessary to
accurately read these biopsies. A 2007 publication of
the accuracy of lip biopsies at the University of Chicago revealed that a whopping 45% of them were incorrectly graded initially, and that at a major university!
When the biopsies were re-read by pathologists with
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sufficient experience in the grading for Sjögren’s the
results were different. This information was not new.
Adequate expertise in the reading of difficult salivary
gland histology is necessary in order to adequately assist the clinician and patient. One way to get around
this is to have to have the biopsied specimen sent to a
major center that does have the necessary expertise. If
patients are uncertain whether their local hospital has
this expertise they should ask. n
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in a pair just beneath the anterior tongue) are much smaller and contribute only about 10% of the total volume; and finally there are hundreds of
small minor salivary glands in the lips, palate and throat which contribute
a relatively small, but important portion of natural salivary flow.
The normal quantity of saliva naturally provides necessary oral lubrication
and moisture to assure comfort and function for the individual, but saliva does
much more than that. At least equally as important as this volume of saliva, if
not more so, is the composition of saliva, which is rich in constituents which
have potent digestive, coating, protective, antimicrobial, antiacid, lubricative
and homeostatic properties. Saliva is much more than water. In fact, saliva contains approximately 60 important, protective constituents including: immunoglobulins, electrolytes, buffers, antimicrobial enzymes, digestive enzymes and
many others, all of which make saliva an essential contributor to the health and
homeostasis of the oral cavity. This is the reason that water or artificial salivas
are a poor substitute; none of them have the rich composition of ones own
natural saliva. In attempting to effectively manage Sjögren’s, most clinicians
will prescribe secretogogues (salivary stimulating drugs) in order to facilitate
the production of natural saliva with all of its beneficial constituents from the
salivary glands.
Obviously, when saliva is diminished in quantity and altered in composition, as in Sjögren’s, deterioration of the oral soft and mineralized tissues will
most certainly occur. This is especially significant over time. A major (defining)
characteristic of Sjögren’s is progressive inflammation of the salivary glands
accompanied by decreased salivary flow (hyposalivation). Often, since Sjögren’s
is an insidious condition which gradually progresses over time, the affected
person may not realize the diminishment of saliva until it reaches a critical
point, typically below 50%.
When a person has less than 50% of normal saliva in both quantity and
composition, many deleterious complications occur in the oral cavity. With
this hyposalivation, the patient can suffer acute as well as long term problems
including: glossitis (inflamed tongue), glossodynia (burning tongue), mucositis
(inflamed oral tissues, including the throat), parotid (or other salivary) gland
hypertrophy (swelling) - which may be periodic and short-term or long term (in
which case close monitoring is needed due to the potential to develop lymphoma), angular cheilosis (sores and cracking at the corners of the lips), dysgeusia
(taste dysfunction ) secondary infections (such as Candidiasis or thrush) and a
significantly increased dental caries rate. (nearly 100 times that of normal!)
Patients with Sjögren’s and hyposalivation also demonstrate increased levels of
continued page 6 t
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For patients with
Sjögren’s syndrome,

Dry mouth is no
piece of cake.
Are you one of the 2-4 million patients with
Sjögren’s syndrome? If you have experienced
dry-mouth symptoms, then you know how
difficult it can be to eat, chew and swallow food.
But does your healthcare provider understand?
In the past, you may have tried to explain the
uncomfortable feeling of your dry-mouth
symptoms to your healthcare provider.
Maybe it’s time to talk to him or her again.
Ask your healthcare provider about EVOXAC,
a prescription treatment option for dry-mouth
symptoms associated with Sjögren’s syndrome
that works by stimulating the production of your
body’s own natural saliva.

Visit DiscoverEVOXAC.com
for a list of questions to take
to your healthcare provider.

IMPORTANT SAFETY INFORMATION ABOUT EVOXAC (cevimeline HCI)
What is EVOXAC ?
EVOXAC (cevimeline hydrochloride) is a prescription medicine used
to treat symptoms of dry mouth in patients with Sjögren’s syndrome.
Who Should Not Take EVOXAC?
You should not take EVOXAC if you have uncontrolled asthma,
allergies to EVOXAC, or a condition affecting the contraction of
your pupil, such as narrow-angle (angle-closure) glaucoma or
inflammation of the iris.
What should I tell my Healthcare Provider?
Tell your healthcare provider if you have any of the following
conditions:

• If you are older than 65, your healthcare provider may want
to monitor you more closely.
General Precautions with EVOXAC
• When taking EVOXAC, use caution when driving at night or
performing other hazardous activities in reduced lighting because
EVOXAC may cause blurred vision or changes in depth perception.
• If you sweat excessively while taking EVOXAC, drink extra
water and tell your healthcare provider, as dehydration
may develop.
• The safety and effectiveness of EVOXAC in patients under
18 years of age have not been established.

• History of heart disease • Chronic obstructive pulmonary
disease (COPD)
• Controlled asthma
•
History
of kidney stones
• Chronic bronchitis
• History of gallbladder stones

What are some possible side effects of EVOXAC?
• In clinical trials, the most commonly reported side effects
were excessive sweating, headache, nausea, sinus infection,
upper respiratory infections, running nose, and diarrhea.

• Tell your healthcare provider if you are trying to become pregnant,
are already pregnant, or are breastfeeding.

You are encouraged to report negative side effects of prescription
drugs to the FDA. Visit www.FDA.gov/medwatch, or call
1-800-FDA-1088.

• Tell your healthcare provider about all medications that you
are taking, including those you take without a prescription. It is
particularly important to tell your healthcare provider if you are
taking any heart medications, especially “beta-blockers”.

Please see a brief summary of Important Information for
EVOXAC on the next page.
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Brief Summary – See package insert for full prescribing information.

EVOXAC®

Capsules

(cevimeline hydrochloride)
INDICATIONS AND USAGE
Cevimeline is indicated for the treatment of symptoms of dry mouth in patients with Sjögren’s Syndrome.
CONTRAINDICATIONS
Cevimeline is contraindicated in patients with uncontrolled asthma, known hypersensitivity to cevimeline, and when
miosis is undesirable, e.g., in acute iritis and in narrow-angle (angle-closure) glaucoma.
WARNINGS
Cardiovascular Disease:
Cevimeline can potentially alter cardiac conduction and/or heart rate. Patients with significant cardiovascular disease may
potentially be unable to compensate for transient changes in hemodynamics or rhythm induced by EVOXAC®. EVOXAC®
should be used with caution and under close medical supervision in patients with a history of cardiovascular disease evidenced by angina pectoris or myocardial infarction.
Pulmonary Disease:
Cevimeline can potentially increase airway resistance, bronchial smooth muscle tone, and bronchial secretions. Cevimeline
should be administered with caution and with close medical supervision to patients with controlled asthma, chronic bronchitis, or chronic obstructive pulmonary disease.
Ocular:
Ophthalmic formulations of muscarinic agonists have been reported to cause visual blurring which may result in
decreased visual acuity, especially at night and in patients with central lens changes, and to cause impairment of depth
perception. Caution should be advised while driving at night or performing hazardous activities in reduced lighting.
PRECAUTIONS
General:
Cevimeline toxicity is characterized by an exaggeration of its parasympathomimetic effects. These may include: headache,
visual disturbance, lacrimation, sweating, respiratory distress, gastrointestinal spasm, nausea, vomiting, diarrhea,
atrioventricular block, tachycardia, bradycardia, hypotension, hypertension, shock, mental confusion, cardiac arrhythmia,
and tremors.
Cevimeline should be administered with caution to patients with a history of nephrolithiasis or cholelithiasis. Contractions
of the gallbladder or biliary smooth muscle could precipitate complications such as cholecystitis, cholangitis and biliary
obstruction. An increase in the ureteral smooth muscle tone could theoretically precipitate renal colic or ureteral reflux in
patients with nephrolithiasis.
Information for Patients: Patients should be informed that cevimeline may cause visual disturbances, especially at night,
that could impair their ability to drive safely.
If a patient sweats excessively while taking cevimeline, dehydration may develop. The patient should drink extra water
and consult a health care provider.
Drug Interactions:
Cevimeline should be administered with caution to patients taking beta adrenergic antagonists, because of the possibility
of conduction disturbances. Drugs with parasympathomimetic effects administered concurrently with cevimeline can be
expected to have additive effects. Cevimeline might interfere with desirable antimuscarinic effects of drugs used
concomitantly.
Drugs which inhibit CYP2D6 and CYP3A3/4 also inhibit the metabolism of cevimeline. Cevimeline should be used with caution in individuals known or suspected to be deficient in CYP2D6 activity, based on previous experience, as they may be
at a higher risk of adverse events. In an in vitro study, cytochrome P450 isozymes 1A2, 2A6, 2C9, 2C19, 2D6, 2E1, and
3A4 were not inhibited by exposure to cevimeline.
Carcinogenesis, Mutagenesis and Impairment of Fertility:
Lifetime carcinogenicity studies were conducted in CD-1 mice and F-344 rats. A statistically significant increase in
the incidence of adenocarcinomas of the uterus was observed in female rats that received cevimeline at a dosage of
100 mg/kg/day (approximately 8 times the maximum human exposure based on comparison of AUC data). No other significant differences in tumor incidence were observed in either mice or rats.
Cevimeline exhibited no evidence of mutagenicity or clastogenicity in a battery of assays that included an Ames test, an
in vitro chromosomal aberration study in mammalian cells, a mouse lymphoma study in L5178Y cells, or a micronucleus
assay conducted in vivo in ICR mice.
Cevimeline did not adversely affect the reproductive performance or fertility of male Sprague-Dawley rats when administered for 63 days prior to mating and throughout the period of mating at dosages up to 45 mg/kg/day (approximately
5 times the maximum recommended dose for a 60 kg human following normalization of the data on the basis of body
surface area estimates). Females that were treated with cevimeline at dosages up to 45 mg/kg/day from 14 days prior to
mating through day seven of gestation exhibited a statistically significantly smaller number of implantations than did
control animals.
Pregnancy:
Pregnancy Category C.
Cevimeline was associated with a reduction in the mean number of implantations when given to pregnant SpragueDawley rats from 14 days prior to mating through day seven of gestation at a dosage of 45 mg/kg/day (approximately
5 times the maximum recommended dose for a 60 kg human when compared on the basis of body surface area estimates). This effect may have been secondary to maternal toxicity. There are no adequate and well-controlled studies in
pregnant women. Cevimeline should be used during pregnancy only if the potential benefit justifies the potential risk to
the fetus.
Nursing Mothers:
It is not known whether this drug is secreted in human milk. Because many drugs are excreted in human milk, and
because of the potential for serious adverse reactions in nursing infants from EVOXAC®, a decision should be made
whether to discontinue nursing or discontinue the drug, taking into account the importance of the drug to the mother.
Pediatric Use:
Safety and effectiveness in pediatric patients have not been established.
Geriatric Use:
Although clinical studies of cevimeline included subjects over the age of 65, the numbers were not sufficient to determine whether they respond differently from younger subjects. Special care should be exercised when cevimeline treatment is initiated in an elderly patient, considering the greater frequency of decreased hepatic, renal, or cardiac function,
and of concomitant disease or other drug therapy in the elderly.
ADVERSE REACTIONS
Cevimeline was administered to 1777 patients during clinical trials worldwide, including Sjögren’s patients and patients
with other conditions. In placebo-controlled Sjögren’s studies in the U.S., 320 patients received cevimeline doses ranging from 15 mg tid to 60 mg tid, of whom 93% were women and 7% were men. Demographic distribution was 90%
Caucasian, 5% Hispanic, 3% Black and 2% of other origin. In these studies, 14.6% of patients discontinued treatment
with cevimeline due to adverse events.
The following adverse events associated with muscarinic agonism were observed in the clinical trials of cevimeline in
Sjögren’s syndrome patients:
Cevimeline
Adverse Event
30 mg
Placebo
(tid)
(tid)
n*=533
n=164
Excessive Sweating
18.7%
2.4%
Nausea
13.8%
7.9%
Rhinitis
11.2%
5.4%
Diarrhea
10.3%
10.3%
Excessive Salivation
2.2%
0.6%
Urinary Frequency
0.9%
1.8%
Asthenia
0.5%
0.0%
Flushing
0.3%
0.6%
Polyuria
0.1%
0.6%
*n is the total number of patients exposed to the dose at any time during the study.

In addition, the following adverse events (≥3% incidence) were reported in the Sjögren’s clinical trials:
Cevimeline
Cevimeline
Adverse Event
30 mg
Placebo
Adverse Event
30 mg
(tid)
(tid)
(tid)
n*=533
n=164
n*=533
Headache
14.4%
20.1%
Conjunctivitis
4.3%
Sinusitis
12.3%
10.9%
Dizziness
4.1%
Upper Respiratory
Bronchitis
4.1%
Tract Infection
11.4%
9.1%
Arthralgia
3.7%
Dyspepsia
7.8%
8.5%
Surgical Intervention
3.3%
Abdominal Pain
7.6%
6.7%
Fatigue
3.3%
Urinary Tract Infection
6.1%
3.0%
Pain
3.3%
Coughing
6.1%
3.0%
Skeletal Pain
2.8%
Pharyngitis
5.2%
5.4%
Insomnia
2.4%
Vomiting
4.6%
2.4%
Hot Flushes
2.4%
Injury
4.5%
2.4%
Rigors
1.3%
Back Pain
4.5%
4.2%
Anxiety
1.3%
Rash
4.3%
6.0%

Placebo
(tid)
n=164
3.6%
7.3%
1.2%
1.8%
3.0%
1.2%
3.0%
1.8%
1.2%
0.0%
1.2%
1.2%

*n is the total number of patients exposed to the dose at any time during the study.
The following events were reported in Sjögren’s patients at incidences of <3% and ≥1%: constipation, tremor, abnormal
vision, hypertonia, peripheral edema, chest pain, myalgia, fever, anorexia, eye pain, earache, dry mouth, vertigo, salivary
gland pain, pruritus, influenza-like symptoms, eye infection, post-operative pain, vaginitis, skin disorder, depression,
hiccup, hyporeflexia, infection, fungal infection, sialoadenitis, otitis media, erythematous rash, pneumonia, edema, salivary gland enlargement, allergy, gastroesophageal reflux, eye abnormality, migraine, tooth disorder, epistaxis, flatulence,
toothache, ulcerative stomatitis, anemia, hypoesthesia, cystitis, leg cramps, abscess, eructation, moniliasis, palpitation,
increased amylase, xerophthalmia, allergic reaction.
The following events were reported rarely in treated Sjögren’s patients (<1%): Causal relation is unknown:
Body as a Whole Disorders: aggravated allergy, precordial chest pain, abnormal crying, hematoma, leg pain, edema,
periorbital edema, activated pain trauma, pallor, changed sensation temperature, weight decrease, weight increase, choking, mouth edema, syncope, malaise, face edema, substernal chest pain
Cardiovascular Disorders: abnormal ECG, heart disorder, heart murmur, aggravated hypertension, hypotension, arrhythmia, extrasystoles, t wave inversion, tachycardia, supraventricular tachycardia, angina pectoris, myocardial infarction,
pericarditis, pulmonary embolism, peripheral ischemia, superficial phlebitis, purpura, deep thrombophlebitis, vascular
disorder, vasculitis, hypertension
Digestive Disorders: appendicitis, increased appetite, ulcerative colitis, diverticulitis, duodenitis, dysphagia, enterocolitis,
gastric ulcer, gastritis, gastroenteritis, gastrointestinal hemorrhage, gingivitis, glossitis, rectum hemorrhage, hemorrhoids, ileus, irritable bowel syndrome, melena, mucositis, esophageal stricture, esophagitis, oral hemorrhage, peptic
ulcer, periodontal destruction, rectal disorder, stomatitis, tenesmus, tongue discoloration, tongue disorder, geographic
tongue, tongue ulceration, dental caries
Endocrine Disorders: increased glucocorticoids, goiter, hypothyroidism
Hematologic Disorders: thrombocytopenic purpura, thrombocythemia, thrombocytopenia, hypochromic anemia, eosinophilia, granulocytopenia, leucopenia, leukocytosis, cervical lymphadenopathy, lymphadenopathy
Liver and Biliary System Disorders: cholelithiasis, increased gamma-glutamyl transferase, increased hepatic enzymes,
abnormal hepatic function, viral hepatitis, increased serum glutamate oxaloacetic transaminase (SGOT) (also called
AST-aspartate aminotransferase), increased serum glutamate pyruvate transaminase (SGPT) (also called ALT-alanine
aminotransferase)
Metabolic and Nutritional Disorders: dehydration, diabetes mellitus, hypercalcemia, hypercholesterolemia, hyperglycemia, hyperlipemia, hypertriglyceridemia, hyperuricemia, hypoglycemia, hypokalemia, hyponatremia, thirst
Musculoskeletal Disorders: arthritis, aggravated arthritis, arthropathy, femoral head avascular necrosis, bone disorder,
bursitis, costochondritis, plantar fasciitis, muscle weakness, osteomyelitis, osteoporosis, synovitis, tendinitis,
tenosynovitis
Neoplasms: basal cell carcinoma, squamous carcinoma
Nervous Disorders: carpal tunnel syndrome, coma, abnormal coordination, dysesthesia, dyskinesia, dysphonia, aggravated multiple sclerosis, involuntary muscle contractions, neuralgia, neuropathy, paresthesia, speech disorder, agitation,
confusion, depersonalization, aggravated depression, abnormal dreaming, emotional lability, manic reaction, paroniria,
somnolence, abnormal thinking, hyperkinesia, hallucination
Miscellaneous Disorders: fall, food poisoning, heat stroke, joint dislocation, post-operative hemorrhage
Resistance Mechanism Disorders: cellulitis, herpes simplex, herpes zoster, bacterial infection, viral infection, genital
moniliasis, sepsis
Respiratory Disorders: asthma, bronchospasm, chronic obstructive airway disease, dyspnea, hemoptysis, laryngitis,
nasal ulcer, pleural effusion, pleurisy, pulmonary congestion, pulmonary fibrosis, respiratory disorder
Rheumatologic Disorders: aggravated rheumatoid arthritis, lupus erythematosus rash, lupus erythematosus syndrome
Skin and Appendages Disorders: acne, alopecia, burn, dermatitis, contact dermatitis, lichenoid dermatitis, eczema,
furunculosis, hyperkeratosis, lichen planus, nail discoloration, nail disorder, onychia, onychomycosis, paronychia, photosensitivity reaction, rosacea, scleroderma, seborrhea, skin discoloration, dry skin, skin exfoliation, skin hypertrophy, skin
ulceration, urticaria, verruca, bullous eruption, cold clammy skin
Special Senses Disorders: deafness, decreased hearing, motion sickness, parosmia, taste perversion, blepharitis,
cataract, corneal opacity, corneal ulceration, diplopia, glaucoma, anterior chamber eye hemorrhage, keratitis, keratoconjunctivitis, mydriasis, myopia, photopsia, retinal deposits, retinal disorder, scleritis, vitreous detachment, tinnitus
Urogenital Disorders: epididymitis, prostatic disorder, abnormal sexual function, amenorrhea, female breast neoplasm,
malignant female breast neoplasm, female breast pain, positive cervical smear test, dysmenorrhea, endometrial disorder,
intermenstrual bleeding, leukorrhea, menorrhagia, menstrual disorder, ovarian cyst, ovarian disorder, genital pruritus,
uterine hemorrhage, vaginal hemorrhage, atrophic vaginitis, albuminuria, bladder discomfort, increased blood urea nitrogen, dysuria, hematuria, micturition disorder, nephrosis, nocturia, increased nonprotein nitrogen, pyelonephritis, renal
calculus, abnormal renal function, renal pain, strangury, urethral disorder, abnormal urine, urinary incontinence,
decreased urine flow, pyuria
In one subject with lupus erythematosus receiving concomitant multiple drug therapy, a highly elevated ALT level was
noted after the fourth week of cevimeline therapy. In two other subjects receiving cevimeline in the clinical trials, very
high AST levels were noted. The significance of these findings is unknown.
Additional adverse events (relationship unknown) which occurred in other clinical studies (patient population different
from Sjögren’s patients) are as follows:
cholinergic syndrome, blood pressure fluctuation, cardiomegaly, postural hypotension, aphasia, convulsions, abnormal
gait, hyperesthesia, paralysis, abnormal sexual function, enlarged abdomen, change in bowel habits, gum hyperplasia,
intestinal obstruction, bundle branch block, increased creatine phosphokinase, electrolyte abnormality, glycosuria, gout,
hyperkalemia, hyperproteinemia, increased lactic dehydrogenase (LDH), increased alkaline phosphatase, failure to thrive,
abnormal platelets, aggressive reaction, amnesia, apathy, delirium, delusion, dementia, illusion, impotence, neurosis,
paranoid reaction, personality disorder, hyperhemoglobinemia, apnea, atelectasis, yawning, oliguria, urinary retention,
distended vein, lymphocytosis
The following adverse reaction has been identified during post-approval use of EVOXAC®. Because post-marketing
adverse reactions are reported voluntarily from a population of uncertain size, it is not always possible to reliably estimate their frequency or establish a causal relationship to drug exposure.
Post-Marketing Adverse Events: Liver and Biliary System Disorders: cholecystitis
MANAGEMENT OF OVERDOSE
Management of the signs and symptoms of acute overdosage should be handled in a manner consistent with that indicated for other muscarinic agonists: general supportive measures should be instituted. If medically indicated, atropine,
an anti-cholinergic agent, may be of value as an antidote for emergency use in patients who have had an overdose of
cevimeline. If medically indicated, epinephrine may also be of value in the presence of severe cardiovascular depression
or bronchoconstriction. It is not known if cevimeline is dialyzable.
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Here is your opportunity to increase
awareness of Sjögren’s Syndrome!

Friends Helping Friends is an awareness letter campaign that offers you the
opportunity to reach out to those you know, inform them about Sjögren’s and
request their support. Your decision to participate in this campaign will help to
increase awareness nationwide and raise additional funds towards research and
education!
In early April, you all will be receiving our 2010 Friends Helping Friends materials packet and we hope you will choose to take part! This year’s campaign theme
is “Imagine” and we will be focusing on the numerous complications of Sjogren’s
to help enlighten your friends and family about the seriousness of the disease.
If you need additional materials, please contact the Foundation office at
800-475-6473 ext 217 and we will be sure to get them to you as soon as possible!
Remember, by participating in the Friends Helping Friends campaign, you will
not only be helping to spread the word about Sjögren’s, but you will also be helping to raise crucial funds to support research, education and awareness. I hope
you will take our challenge in 2010 and Stand Up for Sjögren’s by mailing out
your 2010 Friends Helping Friends letters.
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dysphagia (swallowing problems) as compared to normal.
Studies have shown that patients with Sjögren’s have difficulty tasting, tolerating and swallowing certain foods. Of
course this may result in digestive and nutritional intake
inadequacies.
Among its many beneficial constituents, saliva has been
shown to be rich in antimicrobial proteins which have potent antifungal and antibacterial properties, thus it plays
an important role in host defense and protection from
yeasts such as Candida (yeast) species. Therefore with the
reduction in salivary flow in Sjögren’s, Candida infections
become very common.
A few recent studies have also indicated that patients
with Sjögren’s exhibit more periodontal (gum) disease,
especially clinical attachment loss.
Diagnosis
It is very important for the patient with hyposalivation to seek and obtain a diagnosis. There are several
conditions besides Sjögren’s which can cause hyposalivation. The precise diagnostic criteria for Sjögren’s remain
controversial, although there are specific laboratory tests
available for the major diagnostic categories of salivary
and tear production, histopathologic changes and serological inflammatory markers. In the Sjögren’s clinic at
the University of Minnesota, and many other clinics, the
modified European criteria (2002) are used.
Minor salivary gland histopathology
Labial salivary gland histopathology has almost universally been accepted as the prima facia diagnostic indicator
for definitive diagnosis of Sjögren’s. Recent data confirm
this test, although the timing of obtaining the biopsy is
important, so as not to perform the biopsy too early in the
process. The classic histopathology of the minor salivary
glands in Sjögren’s is a lymphocytic infiltration which includes benign lymphosialadenopthy [focal lymphocytic sialadenitis or BLEL (benign lymphoepithelial lesion) in the
major salivary glands]. The benign lymphosialadenopthy
may manifest as parotid hypertrophy (swelling), particularly in patients with primary Sjögren’s. Small clusters of
intralobular ducts enlarge to eventually replace the acinar
epithelial parenchyma. The lesion is comprised of primarily CD-4+ T-cell lymphocytes along with late acquisition
of polyclonal B-cells and plasma cells. In the lymphocytic
foci approximately 75% are T-cells with 5-10% B-cells. As
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the inflammatory process progresses over time, fibrosis
and atrophy of the salivary glands occur and hyposalivation progresses. Progression to lymphoma is a possibility
in Sjögren’s, and although quite rare (only 1-3 % of all
Sjögren’s patients) does require continuous monitoring.
Sialometry
Sialometry (measurement of salivary secretion function) is useful both as an initial screening tool for hyposalivation associated with Sjögren’s as well as to assess the
level of severity of Sjögren’s. Salivary flow collection must
be performed precisely according to the type of gland and
over a period of at least five minutes (often up to fifteen
minutes) in order to be valuable as a diagnostic technique.
Whole, unstimulated salivary flow rates typically tend
to be very low in Sjögren’s patients (0- 0.2 ml/min.) as
compared to normal unstimulated whole salivary flow rates
(0.5-1.2 ml/min.). Stimulated whole saliva (by chewing
paraffin) will of course be higher (0.05-0.4 ml/min) but still
substantially lower than normal salivary flow (1.0-2.0 ml/
min.) The parotid glands appear to be affected more than
other glands by the chronic inflammatory process with
Sjögren’s. Minor (usually labial) salivary glands may also be
used (unstimulated or stimulated) to collect and quantify
saliva in order to assess salivary dysfunction as well as the
efficacy of therapy.
Imaging
Radiographic findings may appear in advanced stages of
fibrosis of the salivary glands. Sialograms are performed
by injecting a radiocontrast dye into the salivary ductal
system prior to conventional radiography. Sialograms may
reveal punctate radiopaque calcifications, or if more advanced, there are larger, lobular calcifications. Sialectasis in
portions of the ductal system may occur or appear dilated
or may appear with areas of absent acinar parenchyma.
Sialography has been shown to be much more accurate
in demonstrating the level of salivary gland destruction in
Sjögren’s. There is some concern both over the invasiveness and untoward side-effects of sialography as well as it’s
unreliability as related to histopathology.
Scintigraphy
Salivary scintigraphy with 99m Tc (sodium pertechnetate, a radioisotope of technetium) can be performed to
assess the function of the salivary glands by measuring the
rate and density of technetium uptake. The radioactive
continued page 8 t
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“Saliva” continued from page 2 t

sodium pertechnetate is quantified in the major salivary
glands one hour after it has been intravenously injected.
This technique is very accurate in assessment of the severity of salivary gland pathology as the quantity of 99m Tc
uptake in the glands or likewise in the saliva is proportionally reduced.
Sialochemistry
Sialochemistry (measurement of the constituents of
saliva) may provide some interesting insight into the
prognosis and progression of oral disease because of the
alterations in the protective constituents in the saliva of the
patient with Sjögren’s. While the chemistry of saliva does
reveal a somewhat characteristic profile for Sjögren’s, at the
present time sialochemistry is not considered diagnostic.
Typically in Sjögren’s there is an increase in secretory Ig-A,
lactoferrin, total protein and sodium and chloride ions,
with decreases in lysozyme, potassium and phosphate ions.
However these constituents vary between parotid and sub-

12 Lozenges

Dentist Recommended

Mild Lemon

with Xylitol!
Oral Hygiene Soft Lozenge
Specially Formulated for

Dry Mouth
Sufferers
S
u ff
ffe
erer

The Ultimate Oral Care Company

mandibular glandular fluid and whole saliva and whether
the saliva is unstimulated or stimulated. Future research
may improve the sensitivity and specificity for sialochemistry as a diagnostic and prognostic tool for Sjögren’s.
Interpretation of diagnostic tests
As with many rheumatic disorders, Sjögren’s may be
insidiously progressive and may require many years to
fully manifest as detected by the various laboratory tests.
Subtle changes in serological values (i.e., ESR, ANA, etc.)
may precede overt diagnostic levels by several years. On
the other hand patients may exhibit symptoms of dry eyes
or dry mouth without the presence of definitive diagnostic markers. Consequently, these patients should not
automatically be ruled-out as Sjögren’s, but rather followed at periodic intervals with laboratory tests in order
to determine changes in their status over time. In any case,
patients with signs and symptoms of Sjögren’s should be
managed accordingly. n
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Dental Care Tips
by Philip C. Fox, DDS

D

ue to alterations in salivary function, Sjögren’s syndrome patients have many dental problems. They
have been found to require a greater number of
dental visits, to have more decay and restorative needs,
and to spend a significant amount more (2 to 3 times)
on dental care.

In order to maintain the best oral health and minimize expense, you should:
• Schedule dental examinations regularly – at least
twice a year.
• Brush your teeth after every meal. Prompt removal of food debris will minimize decay. Rinse
your mouth with plain water if you don’t have
time to brush.
• Use dental floss daily.
• Use a toothpaste containing fluoride. Discuss
with your dentist using supplemental fluoride,
either as a daily rinse or gel in a carrier or applied
in the dental office.
• Brush your tongue with a toothbrush or tonguescraper. Buy an electric toothbrush.
• Avoid sugary, sticky foods which promote decaycausing bacteria.
• Do not wear removable dental prostheses at
night, and clean and soak them in an anti-fungal
preparation daily.
• Discuss with your dentist the use of a remineralizing product to help prevent decay.
• Eat a healthful diet low in refined sugars and
avoid carbohydrate-rich between-meal snacks.
• Use products to stimulate salivation (such as
gums or candies) or to promote oral comfort but
be certain they are sugar-free and contain xylitol
as a sweetener.
• Don’t smoke – cigarettes, cigars or pipes – or use
chewing tobacco.
• Take advantage of fluoride-containing and releasing dental restorative materials.
• Check the Sjögren’s Syndrome Foundation Product Directory – free of charge to all members –
to see available products. n

Dry Mouth?

Wet Your Whistle!
Proven Effective—Works for Hours
OraMoist is a time-released
patch that adheres to the
roof of the mouth and then
slowly dissolves, moistening
the mouth for hours. Proven
effective in University
studies, OraMoist slowly
releases xylitol and enzymes
to promote oral health. Try a
sample. Get hours of relief
with each OraMoist patch—
day or night!

in Oral Pain Aisle

Free Trial Sample
800-448-1448
Coupon/Info
www.oramoist.com
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In Honor of Amy Schisler & Family
Barbara Schwartz
In Honor of Barbara Spofford
Keith Spofford
In Honor of Carol Gerrish
George Gerrish
In Honor of Dan Brann
Katie Brann
In Honor of Deirdre Perl
Elyse & Marc Satalof
In Honor of Denise McKown
Aline Fetter
In Honor of Dick Quinlan
Pamela Quinlan
In Honor of Dr. & Mrs. Rodney Nugent
Nancy Jenull
In Honor of Dr. Frederick Vivino
Roberta Frimpter
In Honor of Dr. Richard Hector
Melody Carpenter
In Honor of Elizabeth DiFilippo
Roseann Cordelli

In Honor of Emily Schetky
Priscilla Dalrymple
Bonnie Foss
Beverly Hadley
Joan C. Harris
Ritamary McMahon
Ulla Nost
Mark & Catherine Schetky
In Honor of Gracie Matsuda
Gary Matsuda
In Honor of Hubert Tober
Daniel Magnus
In Honor of Jane Pesce
The Pesce Family
In Honor of Janelle K. Burnette
L. Kelly Dixon
In Honor of Jean Scott
Kathy Scott
In Honor of Karen & Ben Freestone
Mom & Dad Embick

In Honor of Kathleen Parker
Ron, Kathy and Paul Parker
In Honor of Livija Von Lolhoffel
Butch
In Honor of Marcy Levine
Peter Joseph
In Honor of Mary Beth Dinius
Mary Ann Dinius
In Honor of Mary Robinson
Kathy & Keith Dedmond
In Honor of Noral McLean
The Moody Family
In Honor of Patricia Benolkin
Barbara Trebisovsky
In Honor of Rick & Teresa Steinberg
Jerry Steinberg
In Honor of Sammie Chess, Jr.
Sandra Foree
In Honor of Sandy Kline Oliver
Barbara Schwartz
In Honor of Stuart Zimring
Linda Dmytryk

Remember your loved ones and special occasions
with a donation to the SSF in their name.
In Memory of Ann Truitt
Irene Lawn
In Memory of Barbara McBride
Sharon Munshour
In Memory of Bernie Moses
Barbara Marion
In Memory of Betty Shore
Gail Arakclian
Brian & Karen Smith
In Memory of Charles Clark
Thomas Clark
In Memory of Donna McKamey Martin
Barbara & Fred Manneschmidt
In Memory of Dorothy Hanks
Jennifer Chaltain
In Memory of Douglas West
Fran-Man Foundation
In Memory of Ellen Gamble Hurd
Diane Latta-Brandstaetter
Mr. & Mrs. Charles C. Logan, Jr.
Susan S. Scott
Susan & Bruce Smathers
TL & Linda Turman
In Memory of Evelyn Cudney
David & Debbie Whittaker

In Memory of Frances Stong
Ron & Karen Penaluna
In Memory of Joan Cairncross
Calvin & Margaret Bowman
Jackie & Bob Cooper
Robert & Nann Epler
David & Marcia Gill
Kathy Hammitt
Institute of Real Estate Management
Richard & Cynthia Jackson
Mr. & Mrs. Peter R. Ladow
Bud Lahitte & Darlene Bader
William & Ann Race
Susan Randerson
San Diego & Imperial Counties Chapter
Gene R. Setula
Virginia M.S. Wofford
Beverly & Allan Zukor
In Memory of Joyce Ferguson
Barbara & Michael Benimowitz
In Memory of Margaret Hartman
Ruth A. Berreth
Harold & Elaine Cassel
Robert Fehnel
Patty & Jim Livecchi
Sheree & Roy Rosser
United Presbyterian Women
The Wintz Family

In Memory of Joan Manny’s mother-in-law
Bonnie Litton
In Memory of Marianna Piano
Don & L’Ana Gross
In Memory of Marilyn Sanders
Ronda Lewter
In Memory of Mary Henne
Bonnie Litton
In Memory of Mildred E. Holder
Linda Brausen
Paul & Nancy Jacobsen
In Memory of Millie Moless
Carol Moless
In Memory of Nancy Cloman
Mamie Cloman
In Memory of Nathan Zuckman
The Zappia Family
In Memory of Ruth K. Ohl
Diana Frankenfield
Barbara, Diane & Carl Huber
Emil Kantra
Grace Lantz
Lower Milford Township Fire Co. #1
Terry & Sharon Miller
The Smith Family
Janet & Jack Snyder

LACRISERT is indicated in patients with moderate to severe Dry Eye syndromes,
including keratoconjunctivitis sicca. LACRISERT® is indicated especially in patients
who remain symptomatic after an adequate trial of therapy with artificial tear
solutions. LACRISERT® is also indicated for patients with exposure keratitis,
decreased corneal sensitivity, and recurrent corneal erosions.

©2009 Aton Pharma, Inc. 3150 Brunswick Pike, Ste. 230

Lawrenceville, NJ 08648

LAC-09-1048

Please see brief summary of Prescribing Information on adjacent page.
July 2009

LACRISERT® is contraindicated in patients who are hypersensitive to hydroxypropyl
cellulose. The following adverse reactions have been reported in patients treated
with LACRISERT® but were, in most instances, mild and temporary: blurring of
vision, eye discomfort or irritation, matting or stickiness of eyelashes and red eyes.
If improperly placed, LACRISERT® may result in corneal abrasion.

®

Actual size

patients may require twice-daily use
for optimal results.3
†
Multicenter, 2-visit, 4-week, single-arm
study conducted in moderate to severe
Dry Eye patients who had previously been
using ATs (N=520). Results are based on
418 patients who completed the study.

*Some

All-Day Relief

Ask your doctor about LACRISERT® today!

For more information,
visit www.LACRISERT.com or call 1-877-ATON-549.

• Preferred by nearly 4 in 5 patients over artificial tears2

• Simple and easy placement3,4

• No preservatives to cause irritation
or damage, even with long-term use3,4

• Dissolves comfortably in the eye
to begin all-day relief—like a s
low-release artificial tear2,3

• Significant improvement in symptoms,
signs, and activities of daily living 1,2†

LACRISERT®: All-day dry eye relief in a single daily dose*

If you drop artificial tears ≥4 times a day, give yourself
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You’ve Got Rhythm: Your Internal
Clock Affects Your Health
Reprinted from the NIH News in Health, August 2009

D

Lawrenceville, NJ 08648, USA
Rx Only
LACRISERT® (hydroxypropyl cellulose) OPHTHALMIC INSERT
DESCRIPTION
LACRISERT® Ophthalmic Insert is a sterile, translucent, rod-shaped, water soluble, ophthalmic insert made
of hydroxypropyl cellulose, for administration into the inferior cul-de-sac of the eye.
Each LACRISERT is 5 mg of hydroxypropyl cellulose. LACRISERT contains no preservatives or other
ingredients. It is about 1.27 mm in diameter by about 3.5 mm long. LACRISERT is supplied in
packages of 60 units, together with illustrated instructions and a special applicator for removing
LACRISERT from the unit dose blister and inserting it into the eye.
INDICATIONS AND USAGE
LACRISERT is indicated in patients with moderate to severe dry eye syndromes, including
keratoconjunctivitis sicca. LACRISERT is indicated especially in patients who remain symptomatic
after an adequate trial of therapy with artiﬁcial tear solutions. LACRISERT is also indicated for
patients with exposure keratitis, decreased corneal sensitivity, and recurrent corneal erosions.
CONTRAINDICATIONS
LACRISERT is contraindicated in patients who are hypersensitive to hydroxypropyl cellulose.
WARNINGS
Instructions for inserting and removing LACRISERT should be carefully followed.
PRECAUTIONS
General
If improperly placed, LACRISERT may result in corneal abrasion.
Information for Patients
Patients should be advised to follow the instructions for using LACRISERT which accompany the package.
Because this product may produce transient blurring of vision, patients should be instructed to exercise
caution when operating hazardous machinery or driving a motor vehicle.
Carcinogenesis, Mutagenesis, Impairment of Fertility
Feeding of hydroxypropyl cellulose to rats at levels up to 5% of their diet produced no gross or
histopathologic changes or other deleterious effects.
Pediatric Use
Safety and effectiveness in pediatric patients have not been established.
Geriatric Use
No overall differences in safety or effectiveness have been observed between elderly and younger patients.
ADVERSE REACTIONS
The following adverse reactions have been reported in patients treated with LACRISERT, but were in
most instances mild and transient: transient blurring of vision, ocular discomfort or irritation, matting or
stickiness of eyelashes, photophobia, hypersensitivity, edema of the eyelids, and hyperemia.
DOSAGE AND ADMINISTRATION
One LACRISERT ophthalmic insert in each eye once daily is usually sufﬁcient to relieve the symptoms
associated with moderate to severe dry eye syndromes. Individual patients may require more ﬂexibility
in the use of LACRISERT; some patients may require twice daily use for optimal results.
Clinical experience with LACRISERT indicates that in some patients several weeks may be required before
satisfactory improvement of symptoms is achieved.
Issued June 2007
References: Koffler
1.
BH; for the LAC-07-01 Study Group. Lacrisert
(hydroxypropyl cellulose ophthalmic inserts) significantly improves symptoms of dry eye
syndrome (DES) and patient quality of life. Poster presented at: Association for Research in
Vision and Ophthalmology (ARVO) 2009 Annual Meeting; May 3-7, 2009; Orlando, Florida.
2.Katz JI, Kaufman HE, Breslin C, Katz IM. Slow-release artificial tears and the treatment of
keratitis sicca. Ophthalmology. 1978;85(8):787-793. 3.Lacrisert [package insert].
Lawrenceville, NJ: Aton Pharma, Inc.; 2007. 4.Hill JC. Slow-release artificial tear inserts
in the treatment of dry eyes in patients with rheumatoid arthritis. Br J Ophthalmol.
1989;73(2):151-154.

o you live by the clock, checking your watch so
you’re not late for work, school or appointments?
While you struggle to stay on time for your daily
activities, your body has its own internal clock. This
biological clock helps you feel alert at work, hungry
at mealtime and drowsy at night. When your internal
clock is out of whack, your health can suffer.
Scientists have long known that the human body has
daily rhythms, called circadian rhythms (circadian is Latin
for “around a day”). These natural rhythms are coordinated by a tiny region in your brain. This “master clock”
generally operates on a 24-hour cycle, and it adjusts to
several cues in your surroundings. The most important
cue is light and darkness.
During the day, when it’s light outside, the brain’s master clock sends out signals to other brain regions to make
hormones that will help keep you awake, boost your heart
rate and give you energy. In the evening, when less light
enters your eyes, the master clock triggers production of
a hormone called melatonin. Melatonin makes you feel
drowsy and helps you stay asleep.
The brain’s clock affects various body functions, including body temperature, hormone levels, urine production
and blood pressure.
“Many processes are patterned around a 24-hour cycle:
sleeping, eating, waking, drinking and even health-related
events,” says Dr. Martha Gillette, a scientist at the University of Illinois at Urbana-Champaign. For instance,
she notes, heart attacks are more likely to occur early in
the morning, when the level of a hormone called cortisol
starts its daily rise. Time of day has also been shown to influence the effectiveness and side-effects of certain drugs.
continued page 17 t
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I Stood
Up…
Lynne
Texas

13

Each day patients, families and healthcare professionals continue to
stand up to help further the mission of the Sjögren’s Syndrome Foundation. Lynne, a Dallas area patient, recently did just that!
This past Fall, as Lynne prepared to move across the country to California, she realized she was not going to able to bring her car along with
her. She remembered reading something in The Moisture Seekers about
donating your car to the Sjögren’s Syndrome Foundation, but had always
thought she would never need to do that. Lynne decided to call our offices
to learn more about the process. What she found was simple: by contacting the Sjögren’s Syndrome Foundation directly, the SSF took down
Lynne’s information (address, phone, car details) and sent it along to Car
Program, Inc. who handled the rest of the transaction. They worked with
Lynne to hire a local towing company, assess the value of her car and then
take her car off her hands. The car was then sold at auction where the SSF
received the proceeds from the sale. In return, Lynne received a receipt
from the Car Program in the amount the car sold for, which can be deducted from taxes. Donating her car was so simple, and was a win-win for
both Lynne and the Sjögren’s Syndrome Foundation.
If you are interested in learning more about how you can donate your
car to the SSF, just call the Foundation at 800-475-6473.  We would be
happy to share more details with you so that you can join Lynne and Stand
Up for Sjögren’s!  n

Donate Your
Old Vehicle
Call us today for more information.

800-475-6473
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The Autoimmune Connection: Essential
Information for Women on Diagnosis,
Treatment, and Getting on with Your Life
(2003)

by Rita Baron-Faust and Jill P. Buyon, MD
n The Autoimmune Connection, an award-winning medical journalist and a professor of medicine at the NYU School of Medicine team up to cover the full spectrum of autoimmunity and the
myriad ways it influences the lives of women.
Throughout the book you will learn:
• how to sort out vague and seemingly unrelated
early signs and symptoms
• which diagnostic tests you may need and what
the results can mean
• what new treatments and therapies are on the horizon
The first chapter offers a detailed overview of autoimmune disease.
And the next 400 pages cover a chapter-by-chapter discussion
of over eleven specific autoimmune diseases – from Sjögren’s,
rheumatoid arthritis and lupus to scleroderma, celiac disease and
multiple sclerosis – and many more. And the book includes information on related issues such as fibromyalgia, chronic fatigue, endometriosis and interstitial cystitis.
This book is essential reading that will empower women who suffer from these common autoimmune diseases.

I

Call 800-475-6473 or visit www.sjogrens.org/ssfstore to order
your copy today at the special SSF member’s price of $15
$19 non-member price plus shipping and handling

This book can be purchased using the order form below, online at
www.sjogrens.org or by contacting the Sjögren’s Syndrome Foundation office at 800-475-6473.

NonMember
Price

Member
Price

The Autoimmune Connection by Rita Baron-Faust and Jill P. Buyon, MD
Maryland Residents add 6% sales tax
Shipping and Handling:
US Mail: $5 for first item + $2 for each additional item
Canada: $8 for first item + $2 for each additional item
Overseas: $18 for first item + $2.50 for each additional item

$19.00

$15.00

Qty

Amount

Total Amount

Mail to SSF, BB&T Bank • PO Box 890612 • Charlotte, NC 28289-0612 or Fax to: 301-530-4415
Name _____________________________________________________________________________________________
Address _ __________________________________________________________________________________________
City __________________________________________________ State _________

Zip __________________________

Telephone ______________________________ E-Mail ______________________________________________________

o Enclosed is a check or money order (in U.S. funds only, drawn on a US bank, net of all bank charges) payable to SSF.
o MasterCard o VISA o AmEx Card Number ____________________________________ Exp. Date ______________
Signature _ ______________________________________________________________

CC Security Code_ ___________

“My OTC* eye drops aren’t enough.
Is there something more?”
“For your type of
Chronic Dry Eye,
use RESTASIS.® I do.”
A certain type of Chronic Dry Eye happens when
you can’t make enough tears due to inflammation.
RESTASIS® Ophthalmic Emulsion is a prescription
eye drop. With RESTASIS®, you’ll make more of your
own tears…and need those other OTC eye drops less.

Alison Tendler MD,
Eye Doctor

Don’t wait for your next appointment. Call today!
And ask your eye doctor if RESTASIS® is right for you.

Find out more about
a $20 rebate offer!

Available by prescription only.

See next page for details.

Go to restasis29.com, or call 1-866-311-2412 for a free kit.
RESTASIS® Ophthalmic Emulsion helps increase your eyes’ natural ability to produce tears, which may be reduced by inﬂammation
due to Chronic Dry Eye. RESTASIS® did not increase tear production in patients using topical steroid drops or tear duct plugs.
Important Safety Information:
RESTASIS® Ophthalmic Emulsion should not be used by patients with active eye infections and has not been studied in patients
with a history of herpes viral infections of the eye. The most common side effect is a temporary burning sensation. Other side
effects include eye redness, discharge, watery eyes, eye pain, foreign body sensation, itching, stinging, and blurred vision.
You are encouraged to report negative side effects of prescription drugs to the FDA. Visit www.fda.gov/medwatch,
or call 1-800-FDA-1088.
Please see next page for important product information.
*Over-the-counter.

APC92AA09

Dr Tendler is an actual patient and is compensated
for appearing in this advertisement.

© 2009 Allergan, Inc., Irvine, CA 92612, U.S.A.

®

marks owned by Allergan, Inc.

Leader in Dry Eye Care
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Sterile, Preservative-Free
INDICATIONS AND USAGE

RESTASIS® ophthalmic emulsion is indicated to increase tear production in patients whose
tear production is presumed to be suppressed due to ocular inflammation associated with
keratoconjunctivitis sicca. Increased tear production was not seen in patients currently taking topical
anti-inflammatory drugs or using punctal plugs.
CONTRAINDICATIONS
RESTASIS® is contraindicated in patients with active ocular infections and in patients with known or
suspected hypersensitivity to any of the ingredients in the formulation.
WARNING
RESTASIS® ophthalmic emulsion has not been studied in patients with a history of herpes keratitis.
PRECAUTIONS
General: For ophthalmic use only.
Information for Patients:
The emulsion from one individual single-use vial is to be used immediately after opening for administration
to one or both eyes, and the remaining contents should be discarded immediately after administration.
Do not allow the tip of the vial to touch the eye or any surface, as this may contaminate the emulsion.
RESTASIS® should not be administered while wearing contact lenses. Patients with decreased tear
production typically should not wear contact lenses. If contact lenses are worn, they should be
removed prior to the administration of the emulsion. Lenses may be reinserted 15 minutes following
administration of RESTASIS® ophthalmic emulsion.
Carcinogenesis, Mutagenesis, and Impairment of Fertility:
Systemic carcinogenicity studies were carried out in male and female mice and rats. In the 78-week
oral (diet) mouse study, at doses of 1, 4, and 16 mg/kg/day, evidence of a statistically significant trend
was found for lymphocytic lymphomas in females, and the incidence of hepatocellular carcinomas in
mid-dose males significantly exceeded the control value.
In the 24-month oral (diet) rat study, conducted at 0.5, 2, and 8 mg/kg/day, pancreatic islet cell
adenomas significantly exceeded the control rate in the low dose level. The hepatocellular carcinomas
and pancreatic islet cell adenomas were not dose related. The low doses in mice and rats are
approximately 1000 and 500 times greater, respectively, than the daily human dose of one drop
(28 µL) of 0.05% RESTASIS® BID into each eye of a 60 kg person (0.001 mg/kg/day), assuming that
the entire dose is absorbed.
Cyclosporine has not been found mutagenic/genotoxic in the Ames Test, the V79-HGPRT Test, the
micronucleus test in mice and Chinese hamsters, the chromosome-aberration tests in Chinese
hamster bone-marrow, the mouse dominant lethal assay, and the DNA-repair test in sperm from
treated mice. A study analyzing sister chromatid exchange (SCE) induction by cyclosporine using
human lymphocytes in vitro gave indication of a positive effect (i.e., induction of SCE).
No impairment in fertility was demonstrated in studies in male and female rats receiving oral doses of
cyclosporine up to 15 mg/kg/day (approximately 15,000 times the human daily dose of 0.001 mg/kg/
day) for 9 weeks (male) and 2 weeks (female) prior to mating.
Pregnancy-Teratogenic effects:
Pregnancy category C.

Teratogenic effects: No evidence of teratogenicity was observed in rats or rabbits receiving oral
doses of cyclosporine up to 300 mg/kg/day during organogenesis. These doses in rats and rabbits
are approximately 300,000 times greater than the daily human dose of one drop (28 µL) 0.05%
RESTASIS® BID into each eye of a 60 kg person (0.001 mg/kg/day), assuming that the entire dose
is absorbed.
Non-Teratogenic effects: Adverse effects were seen in reproduction studies in rats and rabbits only
at dose levels toxic to dams. At toxic doses (rats at 30 mg/kg/day and rabbits at 100 mg/kg/day),
cyclosporine oral solution, USP, was embryo- and fetotoxic as indicated by increased pre- and
postnatal mortality and reduced fetal weight together with related skeletal retardations. These doses
are 30,000 and 100,000 times greater, respectively than the daily human dose of one-drop (28 µL)
of 0.05% RESTASIS® BID into each eye of a 60 kg person (0.001 mg/kg/day), assuming that the
entire dose is absorbed. No evidence of embryofetal toxicity was observed in rats or rabbits receiving
cyclosporine at oral doses up to 17 mg/kg/day or 30 mg/kg/day, respectively, during organogenesis.
These doses in rats and rabbits are approximately 17,000 and 30,000 times greater, respectively, than
the daily human dose.
Offspring of rats receiving a 45 mg/kg/day oral dose of cyclosporine from Day 15 of pregnancy until
Day 21 post partum, a maternally toxic level, exhibited an increase in postnatal mortality; this dose is
45,000 times greater than the daily human topical dose, 0.001 mg/kg/day, assuming that the entire
dose is absorbed. No adverse events were observed at oral doses up to 15 mg/kg/day (15,000 times
greater than the daily human dose).
There are no adequate and well-controlled studies of RESTASIS® in pregnant women. RESTASIS®
should be administered to a pregnant woman only if clearly needed.
Nursing Mothers:
Cyclosporine is known to be excreted in human milk following systemic administration but excretion
in human milk after topical treatment has not been investigated. Although blood concentrations are
undetectable after topical administration of RESTASIS® ophthalmic emulsion, caution should be
exercised when RESTASIS® is administered to a nursing woman.
Pediatric Use:
The safety and efficacy of RESTASIS® ophthalmic emulsion have not been established in pediatric
patients below the age of 16.
Geriatric Use:
No overall difference in safety or effectiveness has been observed between elderly and younger patients.
ADVERSE REACTIONS
The most common adverse event following the use of RESTASIS® was ocular burning (17%).
Other events reported in 1% to 5% of patients included conjunctival hyperemia, discharge, epiphora,
eye pain, foreign body sensation, pruritus, stinging, and visual disturbance (most often blurring).
Rx Only

Based on package insert 71876US1OU Revised January 2008
©2009 Allergan, Inc.
Irvine, CA 92612, U.S.A.
® marks owned by Allergan, Inc.
APC44MN09
US PAT 4,649,047; 4,839,342; 5,474,979.

Fill a RESTASIS® Ophthalmic Emulsion prescription and we’ll send you a check for $20!
It’s easy to get your $20 rebate for RESTASIS® Ophthalmic Emulsion. Just fill out this information and mail.
Follow these 3 steps:
1. Have your prescription for RESTASIS® filled at your pharmacy.
2. Circle your out-of-pocket purchase price on the receipt.
3. Mail this certificate, along with your original pharmacy receipt
(proof of purchase), to Allergan RESTASIS® Ophthalmic Emulsion
$20 Rebate Program, P.O. Box 6513, West Caldwell, NJ 07007.
For more information, please visit our Web site, www.restasis29.com.

Last Name

First

MI

State

ZIP

Street Address

City

q Enroll me in the My Tears, My Rewards ® Program to save more!

RESTASIS® Rebate Terms and Conditions: To receive a rebate for the amount of your prescription co-pay (up to $20), enclose this certificate and the ORIGINAL pharmacy receipt in an envelope and mail to Allergan RESTASIS®
Ophthalmic Emulsion $20 Rebate Program, P.O. Box 6513, West Caldwell, NJ 07007. Please allow 8 weeks for receipt of rebate check. Receipts prior to March 1, 2009 will not be accepted. One rebate per consumer. Duplicates will
not be accepted. See rebate certificate for expiration date. Eligibility: Offer not valid for prescriptions reimbursed or paid under Medicare, Medicaid, or any similar federal or state healthcare program including any state medical or
pharmaceutical assistance programs. Void in the following state(s) if any third-party payer reimburses you or pays for any part of the prescription price: Massachusetts. Offer void where prohibited by law, taxed, or restricted. Amount
of rebate not to exceed $20 or co-pay, whichever is less. This certificate may not be reproduced and must accompany your request for a rebate. Offer good only for one prescription of RESTASIS® Ophthalmic Emulsion and only in the
USA and Puerto Rico. Allergan, Inc. reserves the right to rescind, revoke, and amend this offer without notice. You are responsible for reporting receipt of a rebate to any private insurer that pays for, or reimburses you, for any part of the
prescription filled, using this certificate.
© 2009 Allergan, Inc., Irvine, CA 92612, U.S.A.

®

marks owned by Allergan, Inc. Please allow 8 weeks for delivery of your rebate check.

APC71SD09

Certificate expires 6/30/2010
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“Sleep” continued from page 12 t

When you fight against your circadian clock and your
activities take you out of sync with day and night, your
health may suffer. The schedules of shift workers who must
be on the job after the sun goes down are at odds with their
biological clocks. These people often find themselves sleepy
at work. They may also have trouble falling or staying
asleep during daylight hours after work. Studies show that
shift workers have increased risk for heart disease, digestive
disturbances, cancer and other health problems.
Another less severe disruption of the circadian clock is
jet lag. It’s caused by traveling across time zones. Jet lag
is usually more severe for eastbound travelers, because
their days are shortened and the brain has more trouble
adjusting to a shorter day than a longer one. Some studies
suggest that taking melatonin pills just before bedtime
may help jet-lagged travelers adjust to new time zones. But
the scientific evidence for using melatonin to treat sleep
disorders is still unclear.
In recent years, researchers have discovered that
circadian activities are far more complicated than they’d
ever expected. Inside our cells, clock genes and proteins
keep each cell running on a near-24-hour schedule.
“Every single cell that we’ve looked at in the body has a
clock inside of it,” says Gillette. “Cellular timekeeping is
a molecular dance, and it’s very complicated.”
Researchers continue to explore exactly what makes
our biological clocks tick. The answers they find may
eventually lead to new treatments for sleep disorders,
jet lag and other health problems. n
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S ea r c h t h e I n te r n et …
and Support SSF
You can earn a penny for the SSF every time you search
on the Internet! GoodSearch.com is a search engine that
donates half its revenue to the charities its users designate.
Bookmark www.goodsearch.com as your new search engine
and be sure to choose Sjögren’s Syndrome Foundation.

Host an event
in your area…
We’ll help.
If you are interested in organizing a Sip for Sjögren’s event in
your area, please contact Pat
Spolyar, Director of Awareness,
at 800-475-6473, ext. 221 or
pspolyar@sjogrens.org.

Empower Yourself

A

s a Sjögren’s patient, it’s easy to
feel confused or overwhelmed
by the abundance of information available about the illness and
how it affects your body. But now
there is a wonderful opportunity to
Empower Yourself and take more
control of your health and day-to-day
living by learning from the best minds
dealing with Sjögren’s. This April, join
fellow Sjögren’s patients and their
family members, as well as healthcare
professionals and other experts who
specialize in Sjögren’s, at the 2010
SSF National Patient Conference in
San Francisco, California.

SSF programs are the best Sjögren’s patient education opportunities in the country. They have
helped thousands gain a better understanding of Sjögren’s and will help you, too. This two-day event
will feature an array of presentations from the country’s leading Sjögren’s experts – physicians, dentists,
eye care providers, and researchers – who will help you understand how to manage all key aspects of
your disease. Presentation topics will include:
• Overview of Sjögren’s Syndrome
• Neuropathy in Sjögren’s
• CNS Disease in Sjögren’s
• Sjögren’s Survival: A Patient Perspective
• Lung Complications
• The Doctor/Patient Relationship
• Dry Eye and Dry Mouth Issues
• Nutrition and Sjögren’s
• Heart Disease: The Impact of Inflammation & Autoimmune Diseases

So this April 9-10, we invite you to come to San Francisco, California, and experience
a weekend to Empower Yourself as you gain knowledge and heighten your
understanding of Sjögren’s at the 2010 National Patient Conference!

Call 800-475-6473 or visit www.sjogrens.org today to receive the latest information.

A

lida Brill is an author and has written and spoken about the personal and
public issues surrounding chronic illness. Her latest book, Dancing at the
River’s Edge: A Patient and Her Doctor Negotiate a Life With Chronic Illness is
a personal dual memoir, written in collaboration with her physician.
Her writing appears in popular and professional periodicals and journals and she
is a frequent guest on radio interview shows and television programs. She has been a
featured speaker at a variety of conferences and a guest lecturer at many universities and
colleges in the United States and abroad. We are delighted to have Ms. Brill as our 2010
Keynote Speaker – you won’t want to miss this informative and moving presentation!

Empower Yourself
April 9–10, 2010
San Francisco, California
at the
San Francisco Airport Marriott

2010

National Patient
Conference

1

ATTENDEE – complete for each registrant
Attendee Name(s) _ _____________________________________________________________________________
Attendee Name(s) _ _____________________________________________________________________________
Street Address _ ________________________________________________________________________________
City ________________________________________ State _ ________________ Zip ________________________

2
3

Telephone ______________________________________ E-mail _________________________________________

FEES – please circle appropriate fee(s) (Note: Early Bird Deadline is March 15, 2010)
March 15th and before
SSF Members & Guests
$165 per person
Non-Members
$190 per person

March 16th and after
$185 per person
$210 per person

TOTAL:

PAYMENT – Mail to SSF, c/o BB&T Bank • PO Box 890612 • Charlotte, NC 28289-0612 or Fax to: 301-530-4415

o Enclosed is a check or money order (in U.S. funds only, drawn on a U.S. bank, net of all bank charges) payable to SSF.
o MasterCard o VISA o AmEx Card Number ___________________________________________ Exp. Date ________________

Signature _________________________________________________________________

CC Security Code________________

• Refund requests must be made in writing. Registrants whose written request is received by March 26, 2010 will receive a 75%
refund. After that time, we are sorry that no refunds can be made.
• Dietary Requests: Unfortunately, we cannot accommodate all special dietary requirements. We can accommodate vegetarian or
gluten-free dietary requests. If you require a vegetarian or gluten-free meal option, please contact Stephanie Bonner at the
SSF office (800-475-6473 ext. 210) by March 26th.
• A limited number of rooms are available at the San Francisco Airport Marriott (1800 Old Bayshore Highway, Burlingame, California 94010) at the SSF rate of $129 per night plus tax if reservations are made by March 15, 2010. Call the toll-free
hotel reservation number at 800-228-9290 or call the San Francisco Airport Marriott directly at 650-692-9100 and refer to the
group name “Sjögren’s Syndrome Foundation” for the discounted rate.
• The San Francisco Airport Marriott provides a complimentary shuttle service to/from the San Francisco International Airport.

Q u e s t i o n s ? Call 800-475-6473 or visit www.sjogrens.org

The Moisture Seekers
Sjögren’s Syndrome Foundation Inc.
6707 Democracy Blvd., Ste 325
Bethesda, MD 20817
Phone: 800-475-6473
Fax: 301-530-4415

Spring 2010 Sjögren’s Syndrome Foundation Special Event Calendar
The SSF is very excited for all of our events coming this Spring. Look at
our special event calendar below to see if there is a Walkabout or Sip for
Sjögren’s coming to your area.

March
20

Long Island Walkabout &
Autoimmune Disease Health Fair
Roosevelt Field Mall,
Garden City, New York

12

Sip for Sjögren’s – Harrisburg
West Shore Country Club,
Harrisburg, Pennsylvania

15

Dallas Area Walkabout &
Autoimmune Disease Health Fair
Grapevine Mall, Grapevine, Texas

22

Greater Washington Region
Walkabout & Health Fair
Reston Town Center, Reston, Virgina

April
20

Sip for Sjögren’s – Jacksonville
Deercreek Country Club,
Jacksonville, Florida

24

Team Sjögren’s – Nashville Country
Music Marathon
Nashville, Tennessee

May
1

2

Philadelphia Walkabout &
Autoimmune Disease Health Fair
Tyler State Park,
Bucks County, Pennsylvania
Sip for Sjögren’s – Atlanta
Nelson Mullins-Atlantic Station,
Atlanta, Georgia

Visit www.sjogrens.org or
contact the SSF office to learn
more about our events!

June
2

Sip for Sjögren’s – San Diego
San Diego, California

5

Denver Area Walkabout
Denver Zoo. Denver, Colorado

5

Hartford Area Walkabout
Westfield Meriden Mall,
Meriden, Connecticut
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