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a = a o
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i INR 1ijousniy

II
III
v

Mitral

Aogic
yHavesaumn laiion

Bileaflet

Single leaflet

Subtherapeutic INR level (3otaz)
NYHA functional class (30as)

mumbvesaurludion (Govaz)

szezaunavvesaunluiion (J+SD, Wde)

8 (50)

44.06113.09, 22-65

8 (50)

5 (31.25)
1 (6.25)
10 (62.51)

11 (68.75)
5 (31.25)

8 (50)
8 (50)

6.125616.10, 0.25-23

*Therapeutic INR @30 aortic valve = 2.0-3.0 #az mitral valve = 2.5-3.5
NYHA: NewYork Heart Association, INR: international normalized ratio, SD: standard deviation

d' a AQ' A 4 Yo ad v
M9 2. viavesazmeauaennlasunazizmsly

i siiavazmeanidon 38mislieon MgunIndeu
1 Streptokinase 250,000 U IV bolus then 100,000 U/hr x60 hrs No

2 Streptokinase 250,000 U IV bolus then 100,000 U/hr x23 hrs No

3 Streptokinase 250,000 U IV bolus then 100,000 U/hr x12 hrs No

4 Streptokinase 250,000 U IV bolus then 100,000 U/hr x30 hrs No

5 t-PA 5 mg IV then 37 mg IV in 1 hr then 26 mg IV in 2 hrs No

6 Streptokinase 250,000 U IV bolus then 100,000 U/hr x19 hrs No

7 Streptokinase 120,000 U IV bolus then 70,000 U/hr x18 hrs No

8 Streptokinase 250,000 U IV bolus then 100,000 U/hr x18 hrs No

9 Streptokinase 250,000 U IV bolus then 100,000 U/hr x24 hrs No

10 t-PA 10 mg IV bolus then 90 mg IV in 3 hrs No

11 Streptokinase 250,000 (u) IV bolus then 100,000 U/hr x12 hrs No

12 Streptokinase 250,000 U IV bolus then 100,000 U/hr x72 hrs Basal ganglion hematoma
13 Streptokinase 250,000 U IV bolus then 100,000 U/hr x52 hrs No

14 rt-PA 10 mg IV bolus then 90 mg IV in 1 hr 30 min No

15 rt—=PA 10 mg IV bolus then 90 mg IV in 1 hr 30 min No

16 Streptokinase 250,000 U IV bolus then 100,000 U/hr x24 hrs No

U: unit, rt-PA: recombinant tissue-plasminogen activator, hr: hour, IV: intravenous
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MINN 1. llﬁﬂﬂﬂlﬂuﬂawug]u!iﬁﬂﬂlﬂﬂﬂmﬂﬁﬁﬂjﬂ“ﬁﬁﬂsﬁlqu

ANHUZNNAAUD ’;’mismf;aﬁmjaﬂ HZSIWINIZNINE P

(N=140) nﬁaﬁ:uﬂaﬂ

(N=187)

JoyanlaziA
01y 43.96 (16-86) 62.24 (16-91) <0.001
et (38/ 1) 88/52 80/107 <0.001
dsgiamoiuialsn 9 3 0.025
% 106 2 <0.001
0nsle 108 103 <0.001
anmsiniioy 7 139 <0.001
omsiiunthen 52 21 <0.001
ﬂsz’iﬁmiquyw‘% a7 " 0.062
fil"au“amsmms'nmﬂ
Cervical lymphadenopathy 10 13 0.986
Clubbing fingers 1 3 0.453
anvagnnilasiendisdilon
snoudhevenihlulnsadenlen
- 19m 8 8 0.010
- e 58 % 0.136
- Taeetha 1 1 0.004
PnanhluTnsederuen
- Minimal 18 19 0.446
- Non-massive o 9% 0.003
- Massive (>50% maqéi’fwf?u) 28 73 <0.001
Fnvusvenhilulnsubiedulon
- Typical 110 164 0.027
- Subpulmonic 1 2 0.607
- Loculated 29 19 0.008
msii pulmonary infiltration 122 158 0.499
qmmﬁﬁ‘umﬁﬂﬂwmﬁaﬁuﬂaﬂ
& (color)
- Staw color 82 66 <0.001
- Serosanguinous 14 2 <0.001
- Unclotted 0 1 0.003
- Turbid yellow 36 26 0.007
anuaNIuWe (specific gravity) 1.033 (1.020-1.055) 1.029 (1.010-1.055) <0.001
Sunuad (cell count) 2,679 (36-67,200) 2,079 (9-11,000) 0.971
nensiiavosiasad (differential cell count)
% Neutrophil 10 (0-95) 9.25 (0-56) 0.055
% Lymphocyte 87.94 (5-100) 80 (7-100) <0.001
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80 (clinical score for the diagnosis of tuberculous pleural effusion)
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auls Beta coefficient Score
Age <25 years 2.791 2.5
Sex (male) 1.600 1.5
Fever 3.671 3.5
Pleuritic chest pain 1.176 1.0
Effusion side: right 1.241 1.0
Pattern of effusion: loculated 1.518 1.5
Color: straw 2.525 2.5
Color: yellow turbid 2.792 2.5
Specific gravity =1.029 2.156 2.0
% Lymphocyte =86% 1.652 2.0
21.121 20
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(clinical score for the diagnosis of tuberculous pleural effusion)

NoYsMaAn3

A a = v
MINN 3. !lﬁﬂQﬂ'ﬁ!ﬂ%fjﬂ!"ﬂﬂﬂwaﬂ1iﬂﬂ}nﬂ1ﬁ‘]

= ara o o v Ao v
MIANE pikT dszma | anunves | uou mmlsenayiianlflumsa¥is score
mmsany Jaelsn fihelu
(ALFLIN.AL) (A® 1,000 msfinen
szrng® | (9)
Porcel 1993-2001 au 9.1 392 ADA >40 giia/a.
uazams’® (2536-2544) 01y <35 1
QUUYNINMY > 37.8 %
mmmuﬂnaaﬂuﬂﬂumwawuﬂaﬂ
<5 x 10°/q.
Neves 1997-2001 UNFa 100 215 ADA >39 gila/a.
uagnug’ (2540-2544) Lactate dehydrogenase (LDH) >298 gia/a.
muauaﬂwmamummamﬂaﬂ >81%
Sales 1998-2003 UNFa 100 403 ADA >46.5 giia/a.
uazamz' (2541-2546) Globulin >2.05 Wn./Aq.
ﬁm‘luiwmnaﬁnﬂamﬂu non-hemorrhagic
Tumsinunil | 2005-2008 ‘Ing 130 327 INFINY
(2548-2551) 01g <25 il
mmi‘lﬂ’f
mmimwuwmmu pleuritic
uﬂuiwmﬂawuﬂaﬂmwﬂ
anumvmmuﬂﬂwmaawnﬂamﬂuuuu
loculated
ﬁuﬂlﬂwnmawuﬂamﬂuﬁ’mam
(straw 738 yellow turbid)
Specific gravity 21.029
muauaﬂw«nwﬂummwnﬂaﬂ >86%

Julsagauaziasugiuzlidin wan1sasae
a ¢ v awa H A 9
Jenzimavenlfiianmsveanlulnsubeiuilen
{ ] . MY o Ya
du 1wu LDH, globulin lilathmlsinngidlu
-&l d‘ 2y g
msannil ieeninhiiideyaveinanisaiiaga
v R Y o w v o
nandududeiinavesmsanyuvudounasog
k4 o o U [ v Y
udr a3y ADA misdeasvianaliilgsoga
uazdsnneldimmzlupeantiu s
aa o {1 o vy
Ay (cut-off value) Aeenumnlundagnio
A wa Yy v ¥ oy WYY
Uiams Jedesvosmstinmil fe dalilatinms

o 4 o v J .« . ¥
114 Fedialainsuh clinical score #ifinnugn
v an o o A 9 = %
aealumaitanelalsndeuloaiisala Tuau
yoannuhazganuiume Fidesnmimsaninde
o A 4 &
Tluernaa Tasshmsinunlunguiihednnguniia
wazervinsanansuiusiiciyloseen
ioazanlumuhluduazhedenisentiay
nanlasa) wutladenasedaniinnu
taguananu Tumsssusnlsnszningduln
A 9 < ' o A 9
woruileauazuziiaumsnsznemnduteruilon



fi

=b.

o

25 AUUN 2 (wEey - ﬁqmﬂu 2555

83

19NANID19D3

1.

Light RW. Pleural disease 4rd edition. Philadelphia:
Lippincott Williams & Wilkins; Fifth edition, 2007.
ofr] irwsed yyde Wouguns Jande queassmi ms
fnvufvuifeunnziteuloasniaussesiufsundunas
Gofuianntalsauazuea vouufunymse;1 unAN-
I 25413 33-9.

PINTIV LeIIIMaY T3gns dm. lsndalsn. lu: ap
swnumsithsz3alsn 2550 dtinszinaine nsuaugulsn
NIZNTIENTITUGY; 2550. W 85-7.

Neves DD, Dias RM, Cunha AJLA. Predictive model for
the diagnosis of tuberculous pleural effusion. Braz J
Infect Dis 2007;11:83-8.

Htiant Fesna undl 28 Jalsn lu fiswand Resna
vssandms amlsaszuumadumels  Tavenaugaavd
udaszinglng fuiniai 1 ngunmumuns: mwiusl; 2550
wih s28-47. '

Sagsan futhen Salsadermlen Tu Taydd USsammd

10.

11.

12.

Fory yrilizys avanu NGy vssanms Jalsa A
fAsafl 4 (piiud5ulie) npummumuns: Tsafuiur
QW@qﬂiﬁwﬁmmé’ﬂ fhnau 2542 1l 538-54.

findsy Auneana nmizamhlugeuberuea:nnmms
Ny Aaln TuNAN 2529 2;12:4-8

Light RW. Clinical practice. Pleural effusion. N Engl J
Med 2002;346:1971-7.

Porcel M, Light RW. Diagnostic approach to pleural
effusion in adults. Am Fam Physician 2006 Apr 1;73:1211-
20.

Porcel JM, Vives M. Differential tuberculous from
malignant pleural effusions: a scoring model. Med Sci
Monit 2003;9:227-32.

Sales RKB, Vargas FS, Capelozzi VL, Seicento M,
Genofre EH, Teixeira LR, et al. Predictive models for
diagnosis of pleural effusions secondary to tuberculosis
or cancer. Respirology 2009;14:1128-33.

World Health Organization. Global tuberculosis control:
WHO report 2010. Jeneva: WHO press; 2010.




Journal club

Effect of two intensive statin regimens
on progression of coronary disease

Stephen J. Nicholls, M.B., B.S., Ph.D., Christie M. Ballantyne, M.D., Philip J. Barter, M.B., B.S., Ph.D.,
M. John Chapman, Ph.D., D.Sc., Raimund M. Erbel, M.D., Peter Libby, M.D., Joel S. Raichlen, M.D.,
Kiyoko Uno, M.D., Marilyn Borgman, R.N., Kathy Wolski, M.P.H., and Steven E. Nissen, M.D.

Background

Statins reduce adverse cardiovascular outcomes and slow the progression of coronary athero-
sclerosis in proportion to their ability to reduce low-density lipoprotein (LDL) cholesterol.
However, few studies have either assessed the ability of intensive statin treatments to achieve
disease regression or compared alternative approaches to maximal statin administration.
Methods

We performed serial intravascular ultrasonography in 1039 patients with coronary disease, at
baseline and after 104 weeks of treatment with either atorvastatin, 80 mg daily, or rosuvastatin,
40 mg daily, to compare the effect of these two intensive statin regimens on the progression
of coronary atherosclerosis, as well as to assess their safety and side—effect profiles.
Results

After 104 weeks of therapy, the rosuvastatin group had lower levels of LDL cholesterol than
the atorvastatin group (62.6 vs. 70.2 mg per deciliter [1.62 vs. 1.82 mmol per liter], P<0.001),
and higher levels of high-density lipoprotein (HDL) cholesterol (50.4 vs. 48.6 mg per
deciliter [1.30 vs. 1.26 mmol per liter], P = 0.01). The primary efficacy end point, percent
atheroma volume (PAV), decreased by 0.99% (95% confidence interval [CI], —1.19 to —0.63)
with atorvastatin and by 1.22% (95% CI, -1.52 to —0.90) with rosuvastatin (P = 0.17). The
effect on the secondary efficacy end point, normalized total atheroma volume (TAV), was
more favorable with rosuvastatin than with atorvastatin: —-6.39 mm® (95% CI, -7.52 to —5.12),
as compared with -4.42 mm® (95% CI, -5.98 to -3.26) (P = 0.01). Both agents induced
regression in the majority of patients: 63.2% with atorvastatin and 68.5% with rosuvastatin
for PAV (P = 0.07) and 64.7% and 71.3%, respectively, for TAV (P = 0.02). Both agents
had acceptable side-effect profiles, with a low incidence of laboratory abnormalities and
cardiovascular events.

Conclusions

Maximal doses of rosuvastatin and atorvastatin resulted in significant regression of coronary
atherosclerosis. Despite the lower level of LDL cholesterol and the higher level of HDL
cholesterol achieved with rosuvastatin, a similar degree of regression of PAV was observed
in the two treatment groups. (Funded by AstraZeneca Pharmaceuticals; ClinicalTrials.gov
number, NCT000620542.)

N Engl J Med 2011;365:2078-87.
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Past/social history:
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Physical examination:

General appearance: an elderly Thai
male patient with chronically ill appearance

Vital sign: BT 36.2 °C, HR 84/min
with positive Water—-Hammer pulses but nega—
tive Quincke's sign, RR 20/min

BP right arm 110/70 mmHg, left arm
115/80 mmHg

BP right leg 140/100 mmHg, left leg
150/100 mmHg

Skin: multiple discrete blanchable
erythematous—to—violaceous macules. Palpable
purpurae on both palms and soles. Post-in-
flammatory hyperpigmentation macules at ear
helix, nose, cheek, and upper back (gﬂ‘ﬁ 1)

HEENT: not pale, no icteric sclerae,
no conjunctival hemorrhage, no Roth's spot

CVS: apical beat at fifth intercostal
space, 1 cm lateral to mid clavicular line, no
heave, no thrill normal S1S2, diastolic blow-
ing murmur grade III/VI at right upper
parasternal border

Chest: no adventitious sound

Abdomen: soft, not tender, liver and
spleen can't be palpated (liver span 10 cm)

Ext: no joint inflammation

LN: bilateral inguinal lymphadenopa-

thy, 0.5-0.8 cm in size
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Neurological examination: mild left
facial palsy and mild spastic hemiparesis of left
forearm with positive Babinski's sign of left side
Laboratory investigations:

CBC: Hb 12.1 g/dL, Hct 369%, WBC
5,120/mm’ (N 88%, L 7%), platelet 144,000/
mm’, MCV 95 fL, RDW 14.89%, PTT 26.5/27
second, PT 18.5/12.2 seconds, INR 1.1

Urinalysis: specific gravity 1.016, pH
6.5, blood negative, protein 1+, WBC 1-2/
high-power field (HPF), RBC 0-1/HPF

24-hour urine: creatinine 63 mg, pro—
tein 0.25 g, volume 750 mL

BUN/creatinine: 13/0.6 mg/dL

Na: 138 mEq/L, K 4.0 mEq/L, Cl 105
mEq/L, HCO 26 mEq/L

Total protein 7.0 g/dL, albumin 3.2

g/dL, total bilirubin 0.86 mg/dL, direct bi-
lirubin 0.41 mg/dL, SGOT 96 U/L, SGPT 37
U/L, ALP 57 U/L, LDH 1071 U/L, corrected
calcium 8.1 mg/dL, phosphate 3.1 mg/dL,
uric acid 3.2 mg/dL (8.5-7.0), CPK 342 U/L
(30-190), LDH 1,393 U/L (230-460)

FT3: 1.94 pg/ml (1.6-4.0), FT4 1.72
ng/dl (0.8-1.8), TSH 0.322 mU/ml (0.3-4.1)
Immunology/serology

Anti-HIV: negative

Anti-HCV: positive (sample 12.42,
cutoff < 1.0)

HBsAg: negative, anti-HBs: negative,

Anti-HBc: negative

ANA: <80, anti-dsDNA: <10

CH50: 14.3 U/mL (19-40), C3 65.5
mg/dL (76-171), C4 15.6 mg/dL (10-40)
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Direct antiglobulin test: positive 3+
(anti-IgG positive 2+, Anti-C3d positive 2+),
indirect antiglobulin: negative

Serum electrophoresis: polyclonal
gammopathy

Rheumatoid factor 105 IU/mL: (<15),
anti-CCP 0.8 U/mL (<5)

P-ANCA: negative, C-ANCA: posi-
tive, anti-MPO: negative RU/mL, anti-PR3:
negative RU/mL

Serum free light chain-kappa: 66.1 mg/
L (8.30-19.40), serum free light chain-lambda:
116 mg/mL (5.71-26.30)

Pathology:

Section 1 (tip of finger): hyperkeratosis

and acanthosis of epidermis. No evidence of throm—

bosis and fibrinoid deposition in blood vessels.

Section 2 (forearm): The epidermis
shows basal hyperpigmentation and effacement
of rete ridges of epidermis. There are solar
elastosis in the dermis. No evidence of throm-
bosis and fibrinoid deposition in blood vessels.
Transthoracic echocardiogram:

Dilated LV with mild LV systolic
dysfunction. Moderated AR (suspected of bi-
cuspid AV). No vegetation identified. Dilated
ascending aorta. The coarctation of aorta can—
not be identified.

MRI brain:

Symmetrical high signal abnormality on
T2W1 and FLAIR at bilateral caudates, putamina
and some right frontal lobe cortex with some foci
of restricted diffusion and no contrast enhance-

ment, probably from systemic or metabolic dis—

EKG:
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Chest x-ray imagings:
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1. What are the diagnostic investiga—
tions leading to final diagnosis?

2. What is the most likely diagnosis?
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Primary vasculitis syndromes

Secondary vasculitis syndromes

Wegener’s granulomatosis

Churg-Strauss syndrome

Polyarteritis nodosa

Microscopic polyangitis

Giant cell arteritis

Takayasu’s arteritis

Henoch-Schonlein purpura

Idiopathic cutaneous vasculitis

Essential mixed cryoglobulinemia

Behcet’s syndrome

Isolated vasculitis of the central
nervous system

Cogan’s syndrome

Kawasaki disease

Drug-induced vasculitis
Serum sickness
Vasculitis associated with other
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infection
Malignancy
Rheumatic disease
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Nﬂ’!t’llll]‘j TAnuaadndseenmas
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Mnageulaewiuwui EKG walg peak exer-
cise (31]‘17; 1) udaq sinus tachycardia lag'la
wuanuuzued ST-T change for ischemia V30
malignant arrhythmia ﬁnnﬁmﬁ'awqﬂmima@u
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1. Exercise-induced neurally medi-
ated syncope wﬂuwﬂww"lm structural heart
disease ﬂa"lﬂmmmmeumiaaﬂmmmwuﬂq
3210 ventricular hypercontraction Wil
overstimulation #1® ventricular mechanoreceptor
qum1u"lmammnﬂiuﬂummu"hﬂmma AU
mﬂuuﬂ%mﬂ negative feedback loop UlﬂEJ‘lJfN

. [ { v 9
sympathetic tone 9newed (AN 3) dawaln
1@ inappropriate peripheral vasodilatation (va-
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WU i extreme sinus bradycardia) oA
sinus arrest 1Az asystole Glu‘n’dﬂ (cardioinhibitory)
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2. Coronary artery disease (Ischemic
process) ENLLJJN’IJ’Jﬂuluhﬂﬁ]ﬁ]mﬁﬂdmimﬂ athero-
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v o 9 {
$11719 aorta 1Az pulmonary artery ¥ ivitiiol
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Vigorous exercise
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EMarant Pathways

1
gﬂﬁ 3. uamInalnmstia exercise-induced neurally mediated syncope
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g‘ﬂﬁ 4. EKG 9193 review tracing nounuaaany il extreme bradycardia
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EKG quiz
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- LV obstruction
- Inflow: Mitral stenosis, atrial myxoma
- Outflow: Aortic stenosis, HOCM
- RV obstruction
- Inflow: Tricuspid stenosis
- Outflow: Pulmonary embolism, severe
pulmonary HT, severe pulmonic stensosis
- Coronary artery disease: ruptured plaque,
dissection, emboli, spasm
- Neurally mediated syncope
- Neurally mediated syncope
- Subclavian steal syndrome
- Carotid sinus hypersensitivity
- Atrial myxoma, atrial thrombus

Orthostatic hypotension
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Sneddon JF, Scalia G, Ward DE. Exercise induced vasodepressor syncope. Br Heart J 1994;713554-7.

2. Kosinski D, Grubb BP, Frederick S. Exercise-induced neurocardiogenic syncope: clinical data, pathophysiological aspects,

and potential role of tilt table testing. Europace 200052:77-82.

3. Calkins H, Seifert M, Morady F. Clinical presentation and long-term follow-up of athletes with exercise-induced vasode-

pressor syncope. Am Heart J 1995;129:1159-64.

4. Weimer, LH and Williams, O. "Syncope and orthostatic intolerance.” Medical Clinics of North America 87: July 2003.
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1. Lesbre JP et al (2) 172 75.0 57.5 80.3 49.9
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4. Lamot SB et al (5) 104 61.2 78.2 71.4 69.3
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Hyperpigmentation due to chemicals

- Chemotherapeutic agents: cyclophosphamide, bleomycin, doxorubicin
- Heavy metals: gold, silver, mercury, arsenic

Topically applied fragrances
- Medications: tetracyclines, antimalarial agents, phenothiazines (chlorpromazine), amiodarone

Hyperpigmentation as manifestation of disease

— Chloasma: mask-like brown pigmentation during pregnancy or with use of oral contraceptives

- Cafe-au-lait: flat, uniformly brown lesions (0.5-12 c¢m) with irregular borders

- Addison's Disease: diffuse hyperpigmentation with accentuation in palmar and plantar creases,
oral mucosa, and around scars

— Ectopic ACTH Syndrome: hyperpigmentation associated with medullary carcinoma and small
cell carcinoma of the lung

- Hemochromatosis: bronze skin in patients with diabetes, liver dysfunction, and congestive heart
failure

- Biliary cirrhosis: photoaccentuated dark brown skin associated with pervasive pruritis, jaundice,
and tendon xanthomas

- Pellagra: dirty, brownish discoloration with varnish-like scale in sun-exposed areas

- Whipple's disease: generalized hyperpigmentation with diarrhea, weight loss, arthritis, and
lymphadenopathy

— Porphyria cutanea tarda: hyperpigmentation in sun-exposed areas associated with vesicles and
erosions
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