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Systematic reviews/meta-analysis

Randomized controlled trials

Non-randomized controlled trials

Cohort studies

Case-control studies

Case series
Case reports
Expert opinion

Animals/in vitro studies

Figure 1 - Levels of scientific evidence in evidence-based Dentistry.
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Phases of Clinical Trials:

Phase 1

Phase 2

Phase 3

Phase 4

-

Number of |15-30 people Less than 100 Generally, Several
participants people from 100 to hundred to
thousands of soveral
people thousand
people
Purpose * To find a ¢ To determine ¢ To further

safe dosage

¢ To decide
how the
agent
should be
oiven

* To observe
how the
agent
affects the
human body

if the agent or

intervention
has an effect
On &
particular
cancer

¢ To see how
the acent or
intervention
aftfects the
human body

» To compare
the new
agent or
intervention
(OT New use
of a
treatment)
with the
current
standard

evaluate the
long-term
safety and
effectiveness
of a new
treatment
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Clin J Am Soc Nephrol. 2012 Feb;7(2):358-65. doi: 10.2215/CJN.04040411. Epub 2011 Dec 22.

Vitamin D therapy in chronic kidney disease and end stage renal disease.
Melamed ML, Thadhani RI.
Department of Medicine, Albert Einstein College of Medicine, Bronx, NY 10461, USA. michalmelamed@yahoo.com

Abstract

Vitamin D has garnered much research and debate about supplementation in recent years, not only as it pertain:
kidney disease but also to those in the general population. This review discusses observational and available cli
about the effects of both calcitriol and vitamin D analogs (active) and ergocalciferol and cholecalciferol (nutritions
patients with CKD and ESRD.
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Vitamin D supplementation in chronic kidney disease: a systematic review and meta-analysis of
observational studies and randomized controlled trials.

Kandula P, Dobre M, Schold JD, Schreiber MJ Jr, Mehrotra R, Navaneethan SD.
Department of Nephrology, Indiana University, Indianapolis, Indiana, USA.

Abstract

BACKGROUND AND OBJECTIVES: Vitamin D deficiency is highly prevalent among patients with chronic kidney disease (CKD).
The benefits and harms of vitamin D supplementation (ergocalciferol or cholecalciferol) were assessed in patients with nondialysis-
dependent CKD, dialysis-dependent CKD, and renal transplant recipients.

DESIGN, SETTING, PARTICIPANTS, & MEASUREMENTS: MEDLINE (1966 to September 2009), SCOPUS (September 2009),
and nephrology conference proceedings were searched for relevant observational and randomized controlled trials (RCTs).
Treatment effects were summarized as mean differences (MDs) with 95% confidence intervals (CIs) using a random effects model.
Separate analyses were conducted for observational studies and RCTs.

RESULTS: Twenty-two studies (17 observational and 5 RCTs) were included. There was a significant improvement in
25-hydroxyvitamin D (MD 24.1 ng/ml, 95% CI 19.6 to 28.6) and an associated decline in parathyroid hormone (PTH) levels (MD
-41.7 pg/ml, 95% Cl -55.8 to -27.7) among observational studies. PTH reduction was higher in dialysis patients. Among RCTs, there
was a significant improvement in 25-hydroxyvitamin D (MD 14 ng/ml, 95% Cl 5.6 to 22.4) and an associated decline in PTH levels
(MD -31.5 pg/ml, 95% CI -57 to -6.1). A low incidence of hypercalcemia and hyperphosphatemia was reported with vitamin D
supplementation. Cardiovascular and skeletal effects of vitamin D supplementation have not been studied. Included studies were
mostly of low to moderate quality.

CONCLUSIONS: Available evidence from low-to-moderate quality observational studies and fewer RCTs suggests that vitamin D
supplementation improves biochemical endpoints. However, whether such improvements translate into clinically significant outcomes
is yet to be determined.
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