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SECTION 1

Angiotensin Receptor Blockers and Alzheimer Disease
I I t" of angiotensin receptor blockers (ARBs) was associated with less Alzheimer disease-related
Lrl pathology on autopsy evaluation, a finding that gives some insight into the role of angiotensin in
the development of the disease as wellas providing a possible role for these d rugs,
Brains of hypertensive subjects who had taken ARBs were compared to those in patients who took
other antihypertensives or received no treatment at all. Research evaluated the effects of ARBs on the
neuropathology of Alzheimer disease
the presence of neuritic plaque, neurofibrrllary tangles, and
vascu lar injury markers
in the autopsy samples of 890 patients with hypertension.
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Participants treated with ARBs, whether diagnosed with Alzheimer disease or not, showed fewer
amyloid deposition markers compared with those treated with other antihypertensives. They also have
less pathology than untreated subjects. They tended, howeve[ to have'more frequent evidence of
vascular injury
- large vessel infarcts and hemorrhage - understandable because those receiving
ARBs were more likely to have had a stroke.
This study provides the first evidence in humans that treatrnent with ARBs may have a beneficial effect

on amyloid metabolism and furthers our understanding of Alzheimer disease. (Arch

Neurol,

September 2012. Published online)

Adding Low-Dose Prednisone to Methotrexate Protocol for Early Treatment of Rheumatoid
Arthritis

p esearchers in the Netherlands concluded that inclusion of low-dose prednisone in a
! \ methotrexate-based treatment strategy in early rheumatoid arthritis improves patient outcomes.

t

ln the study, CAMERA-ll (Computer-Assisted Management in Early Rheumatoid Arthritis), patients
with rheumatoid arthritis of less than 1 year's duration undergoing a methotrexate-based treatment

strategywere randomized to the addition of prednisone or placebo.
Rheumatoid arthritis should ideally be treated as soon as possible after diagnosis; long- and short-term
prognoses are better if remission is induced early in the disease courie. Tight control treatment
strategies, which involve monthly visits to adjust dosage and medications, aim to achieve a predefined
decrease in disease activity
- ideally remission - by a rimited time period.
CAMERA-II examined whether adding prednisone to this strict treatment protocol could possibly
affect outcomes. Primary outcome was radiographic evidence of erosive joint damage afler 2years. ln
addition, invest._iggtors examined fer increases in disease activity and phyiical disabilit-y, achievement of
fgr add ition qf othermed ieati
trolthe disease.
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These results support use of this strategy of tight control and rapid step-up
in methotrexate dosage
plus low to moderate doses of prednisone in the first 2 years
after rheumatoid arthritis diagnosis.
(Annals of lnternal Medicine 2012;1,56:329-339) receiving placebo (L1
months). The necessity for
additional medications was also significantly lower in the pr:ednisone group.
These results support u.se of this strategy of tight control and rapid step-up
in methotrexate dosage
plus low to moderate doses of prednisone in ihe first 2yearsafter rheumatoid
arthritis diagnosis.
(Anna ls of I nternal Med icine 2012;156:329-339)

Antidepressant Use in pregnancy and Autism Risk Evaluated

p esults of a population-based Swedish study published in the British Medical Journalindicates that
I \exposure to antidepressants during pregnancy is associated with an increased risk of autism

spectrum disorder (ASD), particularly ASD not associated with intellectual disability.
The study looked
to determine if there was a link between parental depression and ASD and further;
what effect in utero
exposure to different antidepressant classes would have on the incidence of
ASD.

The study first measured the incidence of ASD in children whose parents
had depression; it found that
L% of mothers of children with ASD had depression diagnosed before
the birth;compaied to 0.60/0 of
controls. The rate of paternal depression was the same in both groups: 0.4%.tJseof
an SSRI or a tricyclic

antidepressant during pregnancy was associated with a heigitened risk

0.6% of controls-

of ASD: L.3%, compared

to

The estimated prevalence of autism spectrum disorders has risen dramatically,
from about 5 cases in
10,000 children in the 1980s to estimates as high as i. in 88 in recent times.
This has led to a search for
possible factors causing the increase. Both a genetic Iink and an association
with high serotonin levels
have been identified as possible causes. The lack of any association between
depresiion in fathers and
ASD weakens.the argument for a genetic relationship. More than 2Oo/o
ofchildren with ASD are found
to have high levels of serotonin and almost all antidepressants have serotonergic
activity, which may
point to a direct causal relationship. However; researchers caution that
it is possible that antidepressant
use may just be a ;,;;, nei Tor more severe depression. Further study is
needed to determine this; in

addition, these results. account for only a small number of cases and therefore
it is unlikely that
increased use of antidepressants accounts for the dramatic increase in
cases of ASD. (BMJ 2013;
346:f2059)

Macrolides in lnfants and Risk of pyloric Stenosis
se.or macrolide antibiotics, such as erythromycin and azithromycin,
in infants increases the risk of
tntantile hypertrophic pyloric stenosis (IHPS), according to a Danish study.
ln this condition, the
most common cause of surgery in infants in the first month of tlfe, tfre infant piesents
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with worsening
vomiting due to hypertrophy of the pyloric muscle.
This nationwide cohort study found 880 infants who developed IHPS out
of nearly 1 million surveyed
(0.9 cases per 1-,000 births). The researchers sought
to deteimine the effect of macrolide use in three
separate time frames: us-9 by_ry9Ten during pregnancy, use by mothers in
the first L20 days after birth,
and use in infants in the first 120 daysof life. The mothers orgd,ogr (3%) of
the infants in the cohort had
used antibiotics during pregnancy and the mothers of 21-,557
e)oL) had used them in the first 120

days after the child's uirttr. Tlre nu*ber,
macrolides from birth to age L20 days.

*"re

smaller for the infants: 6,sg1, (0.6o/o)had been prescribed

Results showed strong evidence that the development of IHPS could be traced to macrolide use in
infants; the adjusted rate ratio for use of the drugs in the first 2 weeks of life was 29.8; it was 3.24 for use

of

the antibiotics during days1,4 to 120. ln addition, an increase was seen in the risk of IHPS with
maternal use in the first 2 weeks after birth (adjusted rate ratio of 3.49), but not after that (0.70). Use
during pregnancy produced only modest increases: 1,.02 f or use in weeks 0lo 27 and L.77 for use from
week28to birth.
These results point to the possibility that there is a window during the first 2 weeks of life when the
infant gut is particularly susceptible to this effect. The link between maternal macrolide use and IHPS
needs to be examined further. When interpreting their findings, researchers considered the high rates
of breast-feeding in Danish women (95% initiate breast-feeding and approximately 75% continue at
age 4 months). Howeve6 it's possible that some women who were prescribed macrolides didn't breastfeed because of the infection or fear of drug transfer. (Typically, the level of macrolide in breast milk has
been considered safe.) A more controlled approach could further elucidate this connection. The study
authors also callforfurtherexplanation of the observed association with use in late pregnancy.
ln general, the findings of a 3O-fold increase in risk of a surgical procedure in very young infants would
seem to militate against use of macrolides in any infants, and a cautious approach is recommended.

Howeve[ macrolide antibiotics are still the drugs of choice for some indications. For example, they
represent the only effective treatment for pertussis in infants younger than 5 weeks. (BMJ, lL March
2014. Published online.)

Section - 2
FDA PREGNANCY CATEGORIES
The FDA-assigned pregnancy categories as used in the Drug Formulary are as follows:

Category A:Adequate and well-controlled studies have failed to demonstrate a risk to the fetus in the
first trimester of pregnancy (and there is no evidence of risk in latertrimesters).
Category

B:

Animal reproduction studies have failed to demonstrate a risk to the fetus and there are

no adequate and well-controlled studies in pregnant women.

Category C : Animal reproduction studies have shown an adverse effect on the fetus and there are no
adequate and well-controlled studies in humans, but potential benefits may warrant use of the drug in
pregnantwomen despite potential risks.

Category D: There is positive evidence of human fetal risk based on adverse reaction data from
nvestigational or marketing experience or studies in humans, but potential benefits may warrant use of
the drug in pregnant women despite potential risks.

Category X : Studies in animals or humans have demonstrated fetal abnormalities andlor there is
positive evidence of human fetal risk based on adverse reaction data from investigational or marketing
experience, and the risks involved in use of the drug in pregnant women clearly outweigh potential
benefits.
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Drug

Risk cate1ory in pregnancy

Acetaminophen/Pa racetamol
Acetylsa ! icy! ic acid/Aspiri n

Amoxicillin
Amoxicillin with clavulanic acid

POB
PO
POB
POB

C; D (if fulldose used in 3rd trimester)

Parenteral

B

Cefotaxime

Parenteral

B

Ceftriaxone

Parenteral

B

Diclofenac

Ophth

C

Parenteral B;D ( in 3rd trimester or near delivery)

to be contined in next

PO

B;D ( in 3rd trimester or near delivery)

Topical

C

issue......

Section-3
Valproic acid & phenlrtoin when used concurrently. valproic acid displaces phenytoin from binding
sites, hence free drug is available which is manifested as an increase in plasma levels of phenytoin. this
may result in over dose of phenytoin.

Phenytoin is a narrgry therapeutic index drug . the plasma therapeutic levels of phenytoin are 10-20
mca/ml , but foprpbiients this occurs at 5-10 mcg/ml. lateral nystagmus may occur at levels above 20
mcg/ml; ataxia usually occurs at levels above 30 mcalml; significantly decreased mental capacity
occurs at40 mcA/ml.

of over dose of phenytoin may include : drowsiness, nausea, vomiting,
nystagmus, ataxia, dysarthria, tremo[ and slurred speech; hypotension, arrhythmias, respiratory
depression, and coma may follow.
Early signs and symptoms

Death

is

caused by respiratory and circulatory depression. estimated lethal dose in adults is2-5 g.

Section-4
Dose adjustments

for some antibiotics in renal impairment

Amoxicillin/Clavulanate(PO)
(Augmentin @ )

8751125mgq12h
or 2501125 to 500/125mg q8h

>30: no change
10-30: q12h
<10:q24h

2501125- 500/125mg
q24h, on dialysis days
dose

**875 mg dose not
recommended for

AD

CrCl <30 ml/min**
Azithromycin (PO) Back

- CAP: 500mg x1, then 250mg
qd x4days - STD: chlamydia:
1g once, uncomplicated

No adjustment in

No adjustment

renal failure

Gonococcus: 2 gonce
(not a preferred tx due to hi
GI intolerance) - MAC
prophylaxis: 1200mg q week

Azithromycin (IV)

Cefoperazone

- CAP: 500mg IY >l:2 days,
then 500mg (IV/PO) qd, total
7-1Odays - PID: 500mg IV
1-2days, then 250mg (IV,PO)
for total 7 days

No adjustment in
renal failure

No adjustment

l-29q8-12h

No dosage adjustment
with normal hepatic fx.

Schedule dose after dialysis
Since cefoperazone is
permeable.

(IV) Back

ffi

Ifhepatic disease and
severe renal failure

(Crcl<l0) max

dose

of

l-29/d4y Ifhepatic
disease'br

!ilialy

obstnrction|max dose
of 4eldav
Cefotaxime (IV)

1 -2g q6-8h (Life-threatening
up lqgpaximum of l2glday
e.gr;&g qah)

>50: no change 10-50:
1-2g q8-12h <10:

Dose as for CrCl <10,

supplement 1g AD

r-2gq24h
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