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Treatment Guidelines for Hyperlipidemia

{ Elevated cholesterol level 1 [ Normal cholesterol level }
¥ ¥ y
No risks Presence of Risks
heart disease
i Y Y
[ Lifestyle changes (diet, exercise)* ]
I
e
/
(Monitor ) statin <— <
(titrate dose)
1
( Atgoal > Monitor ) (Not at goal
i v v
[ Elevated LDL level ] [ Low HDL level ] [Elevated triglyceride Ievel]
conside‘r adding <onside=' adding <onside=f adding
Ezetimibe, niacin or Niacin or colesevelam Niacin, fenofibrate or
colesevelam (or other bile acid omega-2 fatty acids
sequestrant)

Harvey RA. Lippincott's lllustrated Reviews: Pharmacology. 5" ed. Baltimore, MD: Lippincott, Williams & Wilkins; 2012.
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DRUGS USED IN HYPERLIPIDEMIA

m HMG-CoA reductase inhibitors

Lovastatin, atorvastatin, fluvastatin,
pravastatin, simvastatin, rosuvastatin

m Niacin
m Fibric Acid Derivatives
Gemfibrozil, fenofibrate, clofibrate
m Bile acid-binding Resins
Colestipol, cholestyramine, colesevelam
m INnhibitors of Intestinal sterol absorption
Ezetimibe
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Precursor-clooting Active-clooting
p. otein protein
Wa rfarin

Gamn’na Glutamyl)y
War I‘?K/‘“ Carboxylase \

Vitamin l\( Reduced) Vitamin I\(()xidizc(l)

\ J

Vitamin K Reductase

Warfarin
Warfarin: Mode of action.
odds zlymeiwl Glizee G SaSS lawgy alizee 8L mbio 1 i )nS oo )3 colaiul )90 PT Ol o a8 olayidgueg s
plos a5 Canloads b e PT zli (0,5 o lalinl jslaie 4 s )5 o adye (5,05 & e 4 FEAGENE loic 4 4
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aolree 3.k INR & PT _ob, bos jo (oSl cpl .S o 2l o (International Sensitivity Index-1S1) Loy

13);66 )‘)3 o.)Lé.‘J....;‘ 0)5.,@ ‘)_p)
INR=(PT patient/PT mean normal)"'
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INR Dose adjustment
target INR target INR
2.0-3.0 2.5-3.5
<15 <2.0 Increase weekly dose by 10-20%
1.5-1.9 2.0-2.4 increase weekly dose by 10-15%
2.0-3.3 2.5-3.7 no change
3.4-4.0 3.8-4.0 decrease weekly dose by 5-15%
4.1-5.0 4.1-5.9 hold 1-2 doses and decrease weekly dose by 10-20%
>5.0 >5.9 see recommendations for managing elevated INR when resume

decrease weekly dose 15-20%
g ploeil 15 yolae b o jgo pulaid 9gb oo drogi )lai ot il SeS e )18 o )18l asCyl o ag
s 599 o 4y (g5l Sl Hla 5 550 Sleyo gy ;0 INR a5” Sbej U INR (o5 llugs 5)lge jo

O3 (lob staailas gleys sy INRUWL

clinical scenario suggested approach
initiation of warfarin monitor daily until stable, then gradually increase interval to weekly,
biweekly, monthly if stable
INR reaches therapeutic level recheck 2 weeks x 2, then every 4 weeks if stable
therapeutic INR for 8 to 10 weeks may increase interval to 6 weeks with high compliance and good patient
consecutively education, increase frequency eith illness, medication change,
history of highly variable INR levels
INR outside target range within recheck in 1 to 2 weeks, if persists, adjust dose and recheck in 1-2 weeks
1.0 point
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a) Disease response
—CT scans
—Bone marrow biopsies
—Peripheral blood
flow cytometry

1. Binding

2. Fusion

b) CAR-T Cell persistence

—Immunohistochemistry
of bone marrow biopsy
—RT-PCR and flow
cytometry of blood
+/~Lymphodepleting and bone marrow
conditioning aspirate

i
/ 5. CAR cell
- %  membrane
4. Transcription and insertion
protein expression
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Cotempla XR-ODT

Regulatory and Clinical Update

= NDA resubmitted Dec 19, 2016 (Responded to CRL)

- Conducted a bridging study demonstrating bioequivalence between the clinical
trial (Pilot Scale) and to-be-marketed (Commercial Scale) material

- Completed three-month stability and process validation studies

- Compelling Phase 3 efficacy data in children with ADHD

- Statistically significant T ———————
effects of Cotempla vs.
placebo across all endpoints §E ‘
- Time to onset: within 1 hour B % = i
i =
- Duration of effect: 12 hours 33 ~ \ e
e — L
came: Apac. b4
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Amlodipine + Simvastatin -

Major Jalss csais

Myopathy and rhabdomyolysis safstasl cshyit
Monitoring ws)le cuypss slp Olslghibny

A A A A A A A A A A A

Enalapril + Acetylsalicylic acid -Y
Moderate Jalss cib

Decreased antihypertensive efficacy asibslasl oyl

Monitoring ws)le caypss sy Slslgidiy

A A A A A A A A A A A

Insulin + Acetylsalicylic acid -v
Moderate Jals3 cssib

Hypoglycemia ssidsstagl cslyd)
Monitoring ws)le cuypss sy Olslghiny
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Omeprazole + Midazolam -£
Moderate Jalss csils
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Levemir®

o Insulin determir
o Long-acting insulin analog

o Produced from recombinant DNA in
Saccharomyces cerevisiae followed by

chemical modification
o Pregnancy Category B

Novo Nordisk A/S, Levemir® prescribing information leaflet, 2013.
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Mechanism of Action of the Potassium Sparing Diuretics

Late distal and collecting tubule
Amiloride and Triamterene

Block the apical sodium channel Lumen Interstitium
decrease Na reabsorption

Zona occludens

Spironolactone and Na*

Eplerenone

Compete with aldosterone for binding

to intracellular receptors causing:

1. decreased gene expression and
reduced synthesis of a protein

| P O R i S > H,O
channels in the apical membrane

mediator that activates Na*
(site 1)

2. decreased numbers of
Na* /K*ATPase pumps in the
basolateral membrane (site 2)
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A — | Neurological symptoms suggestive of multiple sclerosis (MS) ‘

other than MS symptoms ¥ ¥
h‘—é [ Possiblems | [ rews |
[ Notws | [ Possibems | ———

—— No FDA approved Rx
Other Rx No Rx CIS low risk of CIS high risk of consider experimental Rx or
further attacks by | | further attacks by rituximab if <51 years old
MRl £ LP MRI £ LP and/or enhancing lesions on
* !
Mild to moderate disease at onset
More MR lesions Consider interferon, glatiramer Severe disease at onset
and/or clinical acetate, fingolimod, terifl idk consider natalizumab
relapse dimethyl fumarate check JCV status
check JCV status
I
¥ ¥
Does well clinically Progressing clinically and/or Conversion to SPMS*
and radiographically radiographically*
i | — . —
JCV positive JCV negative JCV positive
Continue medication l :’
JCV Negative Change to glatiramer acetate,
interferons, fingolimod, - PR
- . ) haard J If clinically stable Progressing clinically
Consider natalizumab teriflunomide, dimethyl fumarate 2 " 8 P
PR e AT FE T continue natalizuamb and/or radiographically
¥
l « Consider B cell therapies (rituximab or ocrelizumab)
Progressing clinically and/or « Consider alemtuzumab if B cell therapies fall,
radiographically* intolerable or inaccessible
+ Consider natalizumab therapy with intense PML
surveillance
*Mitoxantrone is approved, but not used due to risk of secondary leukemia. * Consider experimental Rx

*Progression: any new relapses, accumulation of disability, and/or new or enlarging lesions.

Source: 1.T. Difiro, R.L. Talbert, G.C. Yee, G.R. Matzke,

B.G. Wells, L.M. Posey: Pharmacotherapy: A Pathophysiologic
Approach, 10th Edition, wiw.accesspharmacy.com
Copyright © McGraw-Hill Education. All rights reserved.
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Non-benzodiazepines, cont.

x Zolpidem (Ambien®) / Zaleplon (Sonata®)
Approved for short term use (7-10 days)
Reassess in 2-3 weeks
Decrease sleep latency and increase TST (zolpidem)

PK

T 72 = 2.5 hrs for 10 mg Zolpidem; inactive metabolites
= CYP3A4 main route of metabolism; minor renal elimination

T 72 = 1 hr for 10 mg Zaleplon; elderly dose = 5 mg

x Efficacy

Zolpidem: longest nightly use 5 weeks/ 8-12 weeks
intermittent use

Zaleplon: 30 days nightly use

= Can be taken late at night without next-day effects

FDA.ORG.2013 - o 8s
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https://article.tebyan.net/10845/برای-جلوگیری-از-ریزش-مو-چه-باید-خورد-
https://article.tebyan.net/15099/هموروئید-یا-بواسیر
https://article.tebyan.net/250/ویتامین-ها
https://article.tebyan.net/733/ویتامین-B1
https://article.tebyan.net/734/ویتامین-B2
https://article.tebyan.net/750/ویتامین-B6
https://article.tebyan.net/58861/15-نکته-درباره-ویتامین-C
https://article.tebyan.net/31576/ویتامین-E-آنتی-اکسیدانی-مهم
https://article.tebyan.net/55011/ویتامین-B9-اسید-فولیک-
https://article.tebyan.net/251/املاح
https://article.tebyan.net/1428/كلسیم
https://article.tebyan.net/1428/كلسیم
https://article.tebyan.net/2959/خواص-سدیم
https://article.tebyan.net/2137/منیزیم-و-نقش-آن-در-بدن
https://article.tebyan.net/11351/روی-عنصری-مهم-در-بدن-2-
https://article.tebyan.net/60717/با-ورم-بدن-چه-کنیم-
https://article.tebyan.net/66835/خطرات-و-مضرات-آفتاب-گرفتن
https://article.tebyan.net/41786/التیام-سوختگی-با-تغذیه-مناسب
https://article.tebyan.net/41714/خوراکی-های-ضد-زخم-معده-نفخ-و-
https://article.tebyan.net/8920/تغذیه-در-مبتلایان-به-ایدز-2-
https://article.tebyan.net/40982/راه-های-درمان-آسم
https://article.tebyan.net/66163/دیابت
https://article.tebyan.net/66166/سرطان-ها
https://article.tebyan.net/39899/نحوه-انتخاب-مرطوب-کننده-مناسب
https://article.tebyan.net/39899/نحوه-انتخاب-مرطوب-کننده-مناسب
https://article.tebyan.net/39899/نحوه-انتخاب-مرطوب-کننده-مناسب
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https://article.tebyan.net/33129/اسهال-خونی-باکتریایی-شیگلوز-
https://article.tebyan.net/55308/علل-و-درمان-تهوع-و-استفراغ
https://article.tebyan.net/66174/بارداری
https://article.tebyan.net/41621/غذاهای-ضد-آلرژی
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