LIPID LOWERING THERAPY: DYSLIPIDEMIA Comparison Chart 2345678 Prepared by: Brent Jensen BSP, L Regier BSP www.RxFiles.ca Mar 05
Generic/TRADE LDL> HDL? TG? |SIDE EFFECTS/CONTRAINDICATIONS (Cl) DRUG THERAPEUTIC  [USUAL DoseRange (Max dose/day) [$J% [
(dose effect) /ICOMMENTSMONITOR (M) INTERACTIONS BENEFITSUSES Studied dosesin 1° or 2° prevention |/ Month
—
Atorvastatin ] SE<10%;Generally better tolerated than other agents T effect of: digoxin®'®T20%, 10mg po hs 1° ascor, caros, TNT 67
LIPITOR ATO b m Common: upper Gl disturbances, musclepains,  |......... Waffa"”FLULOVT;s;g 1 Cholesterol 20mg po hs 80mg/d $87) 81
(10,20,40,80 e Mg tablet) headache, rash & sleep disturbances EOR:A LAOV'ASM’@CE%_ ATO,FLU,LOV,PRASIM,ROS [40mgpohs  AVERTMIRASLPROVEITTNT 87
Fluvastatin 1 20 3% Rare: peripheral neuropathy, lupuslike Sx, impotence’ —‘;“;):T'ﬂcgdar"g;ey Amprenavir, _ 20mg po hs =
LESCOL FLU ’ TLET (AST & ALT >3X Normal in < 2%)*", EIEIMESIYEL, cyclosporine, iA'?\rt(?ﬁ_o L?:ng\? S'PFSzA SIM 40mg po hs e
7AW (20 & 40mg capsile) dose dependent; reversibleif statin stopped dgﬁléldlglfmnﬂiwl FEEEOV.ERA, 40mg pobidccps  (80mg/d) 84
L ovastatin  Lov | 5. a0u M yopathy®: <19%; rhabdomyolysis <0.29° (CK>10x)| fenofibrate, fluoxetine, fusidic | | Coronary Heart Disease  [20-40mg pohs 1° arcars 34-79
MEVACOR £-2A8 T 5-15% 1 7-30% -if muscle pain & weakness, monitor CK acid, gemfibrozil, grapefruit ATOFLULOV,PRASIM  [40mg po bid cC - 40.80myd posT casa 151
(Pucen & 400 101E) T creatinine kinase (CK) & darkened urine. J“'ﬁ?'a‘éfr?;’gf:"r']g f'ig‘;'\zf“’”v J strok (cc=with meals T absorption) (80mg/d)
Pravastatin PrA || 20 350 -risk T 10 fold ** with combinations/DI's (<1%) | niacin, nefa;ocione, ritonalyir foxe PRA.SIM 20mg po hs (80mg/d) 38
PRAVACHOL S0 ROS ATO,ROS [l CNSSE: ATO,FLUPRA duetol CNS penetration | @ithromycin & verapamil. | pegjigtric FDA approval 40mg po hs 1° woscops; 2°— CARELIPIDPROSPER 44
& SIM & SIM el - L effect of HMG by: ATO,LOV,PRA,SIM , 2 S
(10,20 & 40mg tablet) Cl: Active Liver Dx, T alcohol intake & Pregnancy | cholestyramine & colestipol J A { Adjust for severe & renal impairment '}
plRosuvastatin ros || o-BFp ™ T HDLs| may isjgs M: Routine LFT's & CK not indicated for all pts 2% (Sgaﬂe by = 2hr); Cafﬁamaéepge, Effectivein secondary ~ [10mg po od - 56
V| CRESTOR most ™ most = (LFT: 0,3,6,12 months & annually if high dosefcombo or at risk)| S? ngﬂ:é&/egr'tnépri?g&pﬁl »| causessuchasdiabetes  |20mg po od &) ?g
(10,2040mg tablet ROS:new; most potent statin; appearsto THDL even [op, & ros: anpears to & in nephrotic syndrome  |40mg po od (40mg/d)
Simvastatin sim | w at high dose; Tlevelsin Asians, lacks outcome data 1213 have few iﬁt:irxa)cti ons 20-40mg po Es 2 as 46
ZOCOR Pravastatin & Rosuvastatin few DIs-some transplant med like cyclosporin & GEM. Fluvastatin less DIS sill with glyburide, phenytoinrifampin & warfarin] ~ [40mg po hs 5° wrcieHP: Hes 46
Atorvastatin similar Disbut lessdramatic. { Primary Mechanisms** of DI: PRA=sulfation; ATO/LOV/SIM=>CYP-3A4; FLU=CYP-2C9}| [80mg po hsaw: (80mg/d) 46
(5,10,20,40, 80 ccnge Mg tab) _
[SMBezafibrate LDL shiftsto larger Common: Gl upset, rash & abdominal pain: 1 toxicity/levels with: v LCholesterol & LTG; THDL [200mg po bid cc & e
BEZALIP BEz @Y |morebuoyant forms’ Less common: headache, pruritis, 1 1ibido, dizzy,  [Gyclosporin, furosemide, v Combo with HMG/Niacin  [200mg potid cc (600mg/d) 102
B (200mg tab:400mg SR tab) | drowsiy, arthralgia, Tgl uc%m, sleep/vision changes  |[MAOI's, probenecid, & statins. (toTHDL & ! TG) [400mgSRpood °ge 64
Fenofibrate S20% Rare: « renal x, anemia, T LFT's, myopathy, . | Atherosclerosis
28 | |PIDIL MICRO (LDL may 1 if 1 10-20%4 20-50% reversibleimpotence & gallstones T by 1-2%” H’hgflfeestc;&ine& colestipol [V Typelll dyslipidemia 200mg MICRO po od ¢c pais (200mg/d) 46
67% Y& 200mg cap TG very high Cl: severe hepatic & renal Dx & 2smoking (T in (space by = 2hrs); rifampin |May be useful if : 160mg SUPRA po og cc  (160mg/d) [ XY 52
LIPIDIL SUPRA initially) cardiac events in smokers + gemfibrozilA*H'T) *TG >2.3mmol/l ®FHHS .- ]
(X " 100 & 160mg tab) | -fenofibrate may | LDL & {TG morethan GEM ¥ |IM: CBC,Scr ({ doseif T Scr),Glucose, LFT's (?CK's) | effect of: chlorpropamide, |  -virtually all clinical —
S§Gemfibr ozil -eurren X outcome evi c_ience b_est with 96'7‘“%535” @ Criteria: if gemfibrozil/fenofibrate intolerance or fu".)sfmide’ repaﬁ“ni?e’ bgznefitsin pati_ents .Wi th .7 300mg po 1aac o(aC:beiore meals) 21
S LOPID GEM |-clofibrate was associated with T mortality ineffective = bezafibrate rosiglitazone, sulfonylureas|  diabetes & T insulinemia’  |600mg po bid &c 1° s 2° vahiT 42
(300mg cap, 600mg teblet) | | | (& WaRfRhih. - lack all-cause mortality | & (1500mg/d)
SMChol estyr amine—\optionmix with metamucil & orangejuiceflemonadd |[COMMON(<30%): constipation, nausea & bloating  [space other meds by = 2rs) v/ | Cholesterol & L LDL  [Agpobidac - .- sy post cacc 53
= QUESTRAN cME the night before; refrigerate & give nextday, | [Rare:hyperchloremic acidos SME in peds/drenal fx 3 ;Vfi}haﬁ z’; i gge 1 jgsogﬂtrioﬂ (Questran:pregnancy & age >2yr) |89 po bid ac (16-24g/d) 99
PN (sgrem reguiar agramlight) || ¥ before breakfast & ¥ before supper (shakewel) | (C :Tb(iBIiarz/ é)bstruct(i Con, ?ysb_?tglipzogrotei ne;nia, Gigoxin, diuretics, fat souple ¥ Combo with I(—IM fLDL) Start 4g od-bid to T tolerability
COleﬂl Ol NO — >4, mmol/! %LIIIOI’IH “> .3 mmol/l); ’ vitamins (A,D,EEK), folate, ] tp - 29 po bid ac 42|
COLE gﬂ D - 30% T 3-5% Change or > phenylketonurics ("light” & *orange granules’)  |HMG's, "S,Z,Z?QLZ?&““?%@;“ v Pruritus esp. with certain - |ag po bid ac (20-30g/d) 77
N (5g granules; 7.5g orange Possible T fluid & bulk in diet— metamucil may be required mlfonylijremvalproéte, biliary/liver dx Start 2-5g od-bid to T tolerability
granules; 1gm tab) INCREASE  [Mix —juice/milk/water/applesauce M:LFT'sTGs |warfarin, mycophenolate v Bile acid induced diarrhea
Ezetimibe ° 1 17% 1130 1 6% |’ sintestinal cholesterol absorption; synergistic | in [slevels 1" dby cyclosporine, fibrates | L Cholesterol (+/- Statin) ~ [10mg od  (with or without meals) ® 64
O ["ezeTroL 10mg tablet ® 0 =70 ° LDL when added to statin  Cl: hepatic M:LFT's |*resinsinterferewith absorbtion -lacks outcome data {when added to statin, may allow { statin dose}
Nicotinicacid Y ||5-25% -siftsto - o - o Flushing (3 by ASA/Advil 1/2hr pre),dry eyes, pruritus, |+Low doseor 325mg/d ASA: . Start 50-100mg bid-tid (T tolerability)
HI NIACIN larger buoyant forms’ 1 15-35041 20.50 headache, Gl upset,T LFT’s, Turic acid & T glucose | |seful oninitiating/T niacin dose v |Cholesterol & LTG; THDL (increase weekly by ~100mg/week)
(50,100,500mg LAl ; : — to | flushing; some pretreat X3d. [v" Combo with HM G/Fibrate 500 tid with meal
E | ta): SR/ No-flush niacin: non-| | 29 niacin/day helpsHDL & TG, but ||Cl: severe peptic ulcer Dx, chronic liver DX, ASA may also 1 niacin levels (toTHDL & L TG) mg po tid with meals 12
R | Rxin Canada/ess effective?; only higher doses affect L DL *’ overt disbetes & severe gout HMG's / Niacin defici ol 1500mg po bid 1° apmit 16|
better tolerated?, T hepatic SE? | | NS VID=ANO IR SOtV ||M: LFT's, glucose, uric acid 21 myopathy it with lovastain® [¥ N12CIN deficiency (Pallagrd) g by tigee 2cop  (3-6g/d) 16

N TR At T Foiidil Di abetes, Smoking, Hypertension(z 140/90/BP meds),Low HDL= 1, Family history~L5Risk premature (Age: 8<55, 2<65) CHD, Age(3 =45, ¢ =55); NIeIMIINEINE TBP, T Chol esterol/L DL ,Obesity: BMI >25, Waist(3>102em40"; 9>88m,35"),
Smoking, Diet, Alcohol & sedentary lifestyle. Screen: pts with CAD/PVD/carotid atherosclerosis, diabetes, xanthomata or other stigmata of dyslipidemia; family history of dyslipidemia/ CAD; adults with 2 or morerisk factors; other pts (& 240, ¢ =250).
amiodarone, beta-blockers non ISA, carbamazepine, clozapine, cyclosporin, danazol, contraceptives esp. levonorgestrel, phenytoin, phenobarbital, protease inhibitors, progestins, retinoids, steroids & thiazides=50mg/d.

T LDL 2HMG +/-resin; TTLDL & TTG 2HMG; TT LDL & {HDL =HMG +/- fibrate/niacin; l Normal L DL & TTTG =fibrate/niacin/?fish o2t or combo; Normal LDL & WWHDL =fibrate/niacin or combo

SRR HIGH RISK (10yr CAD risk LDL <25 & Total Chol/HDL <4 poB<0.9) {Highrisk— ALL ptswith [o\sRslVA\=1=§} = adult_jncl. chronic renal dx / any atherosclerotic dx (eg. CVD,PAD) |
po B <1.05)
A

for patients at; MODERATE RISK (10yr CADrisk 11-19% LDL <35 & Total Chol/HDL <5 High risk pts: treat medication & lifestyle changes concomitantly. + [E]ME changesfor DIET, EXERCISE,
LOW RISK (10yr CADrisk 6-10% LDL <4.5 & Total Chol/HDL <6 Lower risk pts: treat with meds after 3-6 months of lifestyle changes moder ate alcohol use & stop SMOKING!
VERY LOW RISK (10yr CADrisk <5%  LDL <5 if tar gets not met. Consider ASA -8imgd, risk benefit most!
@ EDS Sask. X Non-formulary SK ®not covered by NIHB W covered NIHB  Indication/Use DI=Drug Interaction Dx=disease dysfx=dysfunction Gl=gastrointestinal HDL =high density lipoprotein HMG CoA reductase inhib—>STATINS L DL =low density lipoprotein SE=side effect T G=triglycerides
It i unclear whether benefit derived is solely from achievement of targets eg. . LDL alone. & = | dose for renal dysfx IApo B: a useful marker, particularly if metabolic syndrome or on statin therapy. Optimal TG <1.7 oy ~20mmo! = risk of pancretitis

po B <1.2)

10



NENRI R EC IEURAVETY - NCEP Working Group? -10yr risk of CAD in patients without diabetes or clinically evident heart disease.

RISK* MEN WOMEN
AGE 2034 [ 3539 | 4044 | 4549 [ 5054 | 55-59 60-64 | 6569 | 70-74 | 7579 || 2034 | 3539 [ 40-44 | 4549 50-54 | 5559 | 60-64 | 65-69 | 70-74 | 75-79
Age points 9 | -4 0o | 3 6 | 8 10 | 1 12 | 13 7 | -3 0o | 3 6 | 8 10 | 12 14 | 16
TOTAL
CHOL
<4.14 wmon 0 0 0 0 0 0 0 0 0 0
4.15-5.19 4 3 2 1 0 4 3 2 1 1
5.2-6.19 7 5 3 1 0 8 6 4 2 1
6.2-7.2 9 6 4 2 1 11 8 5 3 2
>721 1 8 5 3 1 13 10 7 4 2
HDL mmoin <1.04 1.04-1.29 13154 >155 <1.04 1.04-1.29 13154 >155
+2 +1 0 -1 +2 +1 0
Not Treated Treated Not Treated Treated
SYSTOLIC <120 0 0 <120 0 0
BP 120-129 0 1 120-129 1 3
mmHg 130-139 1 2 130-139 2 4
140-159 1 2 140-159 3 5
2160 2 3 2160 4 6
SMOKER
No 0 0 0 0 0 0 0 0 0 0
Yes 8 5 3 1 1 9 7 4 2 1
TOTAL
POINTS
POINTS | MEN: actual 10yr CAD risk % POINTS WOMEN actual 10yr CAD risk %
<0-4 56 |7 |8 |9 |10 |11] 12 13 14 15 16 217 <9 912 | 1314 [ 15| 16 171819202122 23]24] 225
1% 2 |3 ][4 |5(6 [8 |10 12 16 [20 |25 =30 <1% 1 2 3 |4 5 [6 [8 |11 |14a]|17]|22]27] 230
(10yr % (10yr %
Risk—») Risk—)

*Risk assessments based on Framingham data; other risk factors such as family history of CAD, physical inactivity, obesity & Ieft ventricular hypertrophy should also be considered.

e ASMVIIICAD / DIABETES *“'*—incl. chronic renal dx / any atherosclerotic dx (eg. CVD,PAD)

Cardiac Risk Tools: 1) www.statcoder.com 2) www.nhlbi.nih.gov/guidelines

are“high risk” regardless of risk score.

For suggested lipid targets, see bottom of page 10.

Comparative 10yr CAD % risks by AGE 30-34 35-39 40-44 45-49 50-54 55-59 60-64 65-69 70-74yr

Males Low risk % — 2% 3 4 4 6 7 9 11 14
Average risk % — 3% 5 7 11 14 16 21 25 30

Females Low risk % — <1% <1 2 3 5 7 8 8 8
Average risk % — <1% <1 2 5 8 12 12 13 14




Alternate CVD 5yr Risk Assessment Tables (Adapted From New Zealand Guideline Group with permission - htp://www.nzgg.org.nz/library/gl_complete/bloodpressureftablel.cim 23; also BMJ 24 & CMAJ 25)

Mo Diabetes MEN Diabetes _ No Diabetes W O M E N piabetes
Hon-smoker Smoker Hon-smoker Smoker Ranogf Hon-smoker Smoker Hon-zmoker Smoker
Total Chol.  :HDL-Chal Total Chol.  :HDBL-Chal TO‘a' Chol:HDL > Total Chal.  :HOL-Chal Total Chol.  :HDL-Chal
45 6 78 456 78 4 5 6 7 & 456?8 45 678 456 78 4 5 6 78 4456678
120 ¢ 05| ® 180 1 105 120 7 105 =] =]= [=]=] [= 130 /108
160 / 95 AGE 160 / 95 160 7 95 . AGE 160 / 05
140 4 25 - ?[] 140 £ 85 140 /85 - . ?ﬂ 140 1 85
o 1207500 . 120 £ 75 o 120475 . 120 /75
= 120/ 105 == == 120 7 105 = 1807105 === «[o[=]=] 130 / 105
@160 /95 AGE 160 /95 @ 160485 = AGE - 160 £ 95
@ 60 140 £ 85 W 140785 | B . 140 £ 85
- - . 120 £ 75 o 130/75 - - - ® 130 ¢ 75
o o
= 180 1 105 130 / 105 1an i 105
- | AGE 160 /95 - 160/95 AGE 1an 185
o - 50 140 4 85 o 140085 20 ® 140 7 25
= - ®|1z0 4 75 S 107k ® 130/ 75
0 4304 105 w (=== l® a0 05 W g /108 o [eleizn s
160 / 95 AGE * |10 ¢ 95 160 / 95 AGE = |160 / 95
140 ¢ &5 40 O [ENRE 140/ 25 40 I [ENEE
120 ¢ 75 #lizo 78 120/ 74 . ® 12075
_ NZ-CVD-5yr Risk Toal: quick/easy way to estimate risk of CHD and stroke; the Framingham 10yr risk
Keyto Risk Tahles assessment may also be used to estimate CHD risk. Antihypertensive benefit greater in those at highest risk!
Frognosis: Benefit 1: 2004,26 Consider Treatment Target
S oyear CWD risk CWD ewent prevented Benefit 2: BLOOD or target organ damage y
(nan-fatal & fatal per100treated for 5 years * HHT for 5years ™ [MASSSIUE  NO RISK FACTORS getorg g >160/100 <140/90
RISK Importanceof | SOLATED SYSTOLIC HTN (ISH) SBP >160 SBP <140
Very [ = 30% =10 per 100 =10 IR MODERATE-HIGH RISK Patient >140/90 <140/90
High 25 30% Y per 100 11 M measurement +|f HOME BP Measur_ement >135/85 <135/85
20-25% 7.5 per 100 13 Suggssted Bs] o sminresing DIABETESor RENAL Disease >130/80 <130/80
High [ 1520% B per 100 16 ot for o + If PROTEINURIA >1g/d >125/75 <125/75
Moderatd 10H5% || 4perqon 25 b4 dis cussion = RS Risk (©enbaedonFramingham 10y CAD 1 LDL T.Cho/HDL  ApoB
5-10% 2.5 per 100 40 ”:::uia:'r‘z"* O HIGH * (10yr CAD  >20%) <25 <4 <09
Mild | 2.5-6% 1.25 per 100 20 oot 2 MODERATE (10yr CAD 11-19%) 35 p <105
— = 25% = 0.8 per 100 =120 Lu Lov (yr oD 6109
. : 0} VERY LOW (10yr CAD  <5%) <5
. . . ) ) ) ) e *High Risk includes ALL ptswith CAD / DIABETES*"" incl. chromcrenal dx/CVD/PAD
& Calls with this matker indicate that in patients with wery high levels Dfl:hl:ulgaternl |<_;: H|G?4 Risk: Treat with meé’,cat,on & lifestyle changes concomitantly.
= ahout 8.5-9 mmolf/Ly or blood pressure (= about 1707 100 mimHg), the risk B LOWER Risk: May try lifestyle changes for 3-6 months before drug therapy if targets not met.
equations may underestimate the true risk. Therefore it is recommend ed that oo BLOOD ™ 2/ Target for most Normal range  —consider achieving
i i i i [N
treatment he considered at lower absolute CYD risksthan in other patients. =McLucosE ALC ¢3-6 mon (calibrate meter qyr) <7 <6 if can be done
: : : : @ FPG (mmol/L) 4-7 4-6 safely without
= Assumes BP reduction of about 12§ 6 mmHg in patients with BP = X
= 140-150/ 90, or chalesteral reduction of about 20% in patients with total PPBG (mmol/L) 2hr post v o8 hypoglycemiadte.
cholesteral = 5.0-5.5 mmaliL, produces an approximate 30% reduction in '??]'V'd“f"'zeq Ta}fdge;foeatm'a“ Qoals}&cong%er agezh, "g;?gpeda”cy' CO‘TO’b'd'tY and risk
; : of hypoglycemic side effects. Monitor: Ai. g3-6 months; calibrate meter yearly.
CVD risk, whatever the pre-treat ment absalute risk. A1 =glycosolated hemoglobin A;c BP=blood pressure CAD=coronary artery disease CVD= cardiovascular disease Dx=disease

Also assess family history (T risk up to 50%), physical inactivity, obesity & LVH.

Risk Factor s 'NTERHEART.CON.NCT: T ApoB/ApoA 1 ratio,Smoking,Diabetes, TBP,Obesity: waist/hip ratio (3 >0.95;
? >0.9),BMI>25,Waist (3 >102cm/40inch, @ >88cm/35inch), stress & depression; lack of vegetables, fruits, exercise &
alcohol; Low HDL =1, Family hx of premature heart dx (Age: 3 <55, 2 <65), Age (3 >55, ¢ >65) & Microalbuminuria.

FPG=fasting plasma glucose HDL =high density lipoprotein Hx=history L DL =low density lipoprotein PAD=peripheral arterial disease
PPBG=postprandial (2hr) blood glucose T G=triglycerides 3=male =female
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