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(clinical characteristics of malignancy-related venous thrombo-
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(clinical characteristics of malignancy-related venous
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thrombosis, pulmonary embolism, malig-
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wiueuINTI “Inenlas doppler ultrasonogram,
computed tomogram, magnetic resonance
imaging %30 venogram Asunmssnuniy
flelu Tulsawennagwiaansel aaud w.e.
2552-2554

szrnaiihvang (target population)
vaneda naquditheorgannni 15 1 Ald5ums
Ateduilulsavaoaidonmgaduiiingbusy
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computed tomogram, magnetic resonance
imaging %30 venogram uaziflunsSeiildzy
masnyududihelu Tulsawerviagwiasnsal
RAUA WA, 2552-2554

lszmnsared1s (sample population)
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ultrasonogram, computed tomogram, magnetic
resonance imaging %39 venogram uaziilu
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criteria) nquithoorgunni 15 Tildsums
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Descriptive data (demographic data)
1. Categorical data: percent
2. Continuous data: mean and stan-

dard deviation
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1. DABIWITUMUT MU continuous
data eauiiugunie (mean) naz o
WUNINIIIU (standard deviation)

2. Categorical data s1saniluiosas
(percent)

3. ANVUANANIEHINNgUlE DA stu-

dent’s t test taz Pearson Chi-square
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maitaneilu deep vein thrombosis (DVT)
%30 pulmonary embolism (PE) AR 1
UNTIAY W.A. 2552 D4 31 TUNAN W.A. 2554 3
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Mseh 1. Type of venous thromboembolism

mM35197 3. Risk factor of venous thromboembo-

(VTE) lism (VTE)
Type of VTE Frequency Percent Risk factor Frequency Percent
Proximal vein 41 26.5 None 61 394
Distal vein 6 3.9 Immobilization 31 20
Visceral vein 3 1.9 Acute infection 14 9
Both proximal 48 31 Lower limb 10 6.5
& distal paralysis
Pulmonary 42 271 History use oral 9 5.8
embolism contraceptive
DVT & PE 12 7.7 Postoperative 9 58
Visceral vein 3 1.9 within 6 weeks
& DVT Previous VTE 9 5.8
DVT: deep vein thrombosis, PE: pulmonary embolism Postadmission 7 4.5
within 6 weeks
M3197 2. VTE with malignancy Fracture of spine > 32
Fracture of femur 3 1.9
VTE Frequency Percent
Congestive heart 2 1.3
Malignancy 73 47.1 failure FC
No malignancy 82 52.9 I, IV
Total 155 100 Thrombophilia 2 1.3
VTE: venous thromboembolism SLE 2 1.3
" X VAo Assisted ventilator 1 0.6
NNITANYIUNDIN Mﬂﬂ?ﬂﬂﬂzﬁﬁﬂﬂ—
" o o Amop o A “ R COPD 1 0.6
Laa@mqﬂmumuﬂmm YPAUDINIEHADALADAAN
o oA . L ” - Nephrotic 0 0
2A®AU AD immobilization 9¥as 20 UNIILNIT
L syndrome
a A £ o v 1% = .
AATDRUNAUITINAIYIOEAE 9 3N lower limb
Central venous 0 0
paralysis $ovaz 6.5 Niszianmslferguadia catheter

¥iaauinousesas 5.8 umskaanielu 6
“Yavinewnane VTE Sewaz 5.8 Nise)d
nein1Ie VTE mneudesas 5.8 1mgldsuy
g I PR v
masnunilugihelulsamenamneunmely 6
“Yavineudan1iz VTE evaz 4.5 uazlii
a3y~ saveanizviaeadonmganuiosas 39.4

MIA1519N 3

FC: functional class, COPD: chronic obstructive pulmonary
disease
= & ' < A

nnnsAnutned wedalguginny
vindt alugihe VTE léun wzi5eiala was
wzaa] Ingjuaznnamin lasnwufevaz 14.9
sesnnNfenzBuliaten vziFubeylnsauagn
warNz3901NA lngnusosas 8.1 AIANT1NN 4
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M3an 4. Primary cancer msw?; 6. Stages of malignancy
Type of cancer frequency Percent Stage Frequency Percent
Ovary 11 14.9 Stage IV 52 78.8
Colorectal cancer 11 14.9 Stage III 5 7.6
Hematologic cancer 6 8.1 Stage II 5 7.6
Endometrial cancer 6 8.1 Stage I 4 6.1
Cholangiocarcinoma 6 8.1
Liver 5 603 vgﬂasmnswaamﬁaﬂﬁwqﬂﬁuﬁﬁmﬁaim
Breast 4 54 185umsshmdresnaiinnga Sevas 22.6 M3
Unknown primary 1 =4 WIAQ SoBaz 11.3 59 5n¥1 F0vay 8.1 SNM
Corvix 3 a1 feegeiluy fevaz 1.6 wazldsumsshun
Prostate 3 11 w3 fovas 35.2 (M3d 7)
Musculoskeletal 2 2.7 ,
cancer 13197 7. Antitumor treatments
Other 10 13.5 Treatment Frequency | Percent
Chemotherapy 14 22.6
nnMsAnyIMLN siavesnzGalugie (CMT)
NIZN00ARDAMYAAL WUNZ39UTIA adenocar- | Radiotherapy (RT) 5 8.1
cinoma §98ay 47.1 squamous cell carcinoma Hormonal therapy 1 1.6
jouoz 8.8 uaz diffuse large B cell Fp@az 2.9 | Surgery 7 113
SITN 5 CMT+Surgery 8 12.9
CMT+Hormone 5 8.1
M5 Q‘ﬁ 5. Cell types CMT+targeted therapy 1 1.6
CMT+RT 4 6.5
Cell type Frequency Percent
Surgery +RT 3 4.8
Adenocarcinoma 32 471 CMT+Hormone+surgery 1 1.6
Squamous cell 6 8.8 CMT+Hormone+RT 1 1.6
carcinoma
Diffuse large B cell 2 2.9 MMsandnuIisanms  viiely
Other 28 412 Tsanennadesas 12.9 lasfufthefiuedem

nnmsniwuhilfihelsanaoaiden
fgaduiinuuzFaiy eflunzfissezi 4 Sou
az 78.8 swusil 3 Yovaz 7.6 Tzl 2 fovas 7.6
wazazezi 1 3000z 6.1 MUIAY (A7 6)

11 19 nnftheiiiueieim 73 9o Aafhues
az 15 lunguiihouz nazAnduiosas 10.97
Tunguiitheilifiuzteinn (maeil 8) Taglidi
ANVUANANNUDENNUY AN DATZHIN
sanma “sFialulsmenavesdihe eanguil
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15199 8. In-hospital mortality

In-hospital | Malignancy No Total
death malignancy

Frequency 11/73 9/82 20/155
Percent 15% 10.97% 12.9%

(p=0.45) Tag wngmat sFiaiwuludihouzi
SulngieFiennansaadelunizu dendn
fufovas 36 1"sFIainlsauzSeuaznindy
Boagaduiileandudaiiuiovas 27.27 17w
Finnniinnzidensonlumaduermmadldiu
N33N¥1AIY enoxaparin Aailuiesas 9.09
Tao 2ulngldsun155nu1de  enoxaparin
Sovar s1.s2  ulunguiihifineSeim g
msme ulngnainmsanigelunszy dea
Sovas 55.56 awidoagaduiileniosas 22.22

iwonvonlureaiesdosas 11.11 laglildsuns

@15197 9. Bleeding

Snwneu v¥infevar 33.33  lasumssnmn
¢@ enoxaparin $o8az 22.22 l@TUMISNEIMY
warfarin $ovaz 22.22 145U rTPA $ovaz 11.11
1NNSANEIHWLININZIRono0n lulse-
o & A <
wennadesaz 11 lasiludiheniuzEei 1o
e NnEtheniuzGy 73 Mo Aadluiesas
U v < a I 1%
13.6 TunquithousBe nazdnilusosas 8.5 Tu
ngudthenlifivzeny (msen o) Taghid
ANVUANANNUDENNY 1AYIZHINNILIADA
aaﬂ“lui‘nwmmammﬁﬂw mﬂﬁjuﬁ (p=0.31)
NNMIANEUWD UA1RAsYod hemo-
globin 10.99 N./Aa. hematocrit 33.74% white
blood cell 9965.82/au.41. platelet 268,840/
au.uu. PT 13.62 3119 PTT 29.18 3l crea-
tinine 1.15 ¥N./AA. AIAITNN 10
WenlFguwineunanisnilvlfuenig
serianguindiuzSenunasngui hifiuziGeiw
(MINN 11) WU nguNNNzEIN TAmae
. 4 A (=~ ~ o oA
hemoglobin 10.26 FaloulFeumsunungun

Bleeding Malignancy No Total N @ 1 oA T R
. Il‘JJiJiJ%li\ﬁ’J‘lJﬂﬂ 11.65 WU mmmaw"lw
mallgnancy < 1 v N o o aa ’
VLNTINBYNVUUY 1AUYNN O (p<0.001) lae
Frequency 10/73 7/82 17/155 . C o A0 e o V omw
fim platelet _andnauihifiugGaiuedaiie
Percent 13.6% 8.5% 11.0% .. e ?
1AYNN 0 (p=0.04)
M3197 10. Laboratory results
Hb Hct WBC Neutrophil Lymphocyte | Monocyte Eosinophil
(n./aa.) (%) (/av.ua.) (%) (%) (%) (%)
Mean 10.99 33.74 9965.82 72.43 18.83 6.58 2.06
SD 1.99 5.90 5631.70 15.14 12.90 5.86 3.17
Basophil | Platelet PT PTT MCV RDW Cr
(%) (%) (i (i) (lnlna,) (%) (¥n./aa.)
Mean 0.35 |268840.99| 13.62 29.18 83.19 16.26 1.15
SD 0.49 139354.04 2.90 9.26 10.67 3.15 1.20

SD: standard deviation,

Hb: hemoglobin,

MCU: mean corpuscular volume

Hct: hematocrit,

WBC: white blood cell,

RDW: red cell distribution width,
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M1513% 11. Laboratory result nf3auiiguszvnanguifinzsasumazlifinzisasm
N Mean SD P value

Hb Malignancy 72 10.26 1.79

<0.001
(n./aa.) Non maligancy 81 11.65 1.95
WBC Malignancy 72 10004.10 6203.48 0.94
(/au.uu.) Non maligancy 80 9931.38 5102.27 ’
Platelet Malignancy 71 294112.68 147920.69 0.04
(/av.uu.) Non maligancy 80 246412.38 128067.77 ’
PT Malignancy 64 13.72 2.95
A = 0.70
Aumn) Non maligancy 71 13.54 2.89
PTT Malignancy 62 28.07 7.16 0.19
Aun) Non maligancy 73 30.13 10.70 '
Cr Malignancy 66 1.02 0.93

0.19
(Hn./aa.) Non maligancy 71 1.29 1.41

Cr: creatinine, Hb: hemoglobin, WBC: white blood cell, SD: standard deviation
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1A (a retrospective, case control study of Streptococ-

cus bovis biotype II infection: an association with
hepatobiliary diseases)
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MAUA o = 0.05, Z, 5 = 1.96
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Zg=1.28

P,= PyR/(1+ Py(R-1)),

P=(P,+Py)/2, Q=1-P
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study) $119U 56 118 1@ R=odds ratio=2.8
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ngucontrol (S. bovis typeD)=0.2

N=[1.96'Y 2x0.3x0.7+1.28

\/(0.41xo.59+o.2x0.8)]2/(0.41—0.2)2 =97
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test)

Nan13IvY
nnmafvdoyadihesnnuimug 140
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T3 Tulevied 09) 127 919 wazilunguaiugu

& o a o =
(@ wsllaneas Tu3 luleviswviia) 13 e

Tifianuuanaedieiive ayme daludoya
Nugiuszning 2 ndu Sumene 5 ne (Govas
8.5) INAINAN 8 319 (080 61.5) Tunqu 1031l
Tanond Wi luleviswwila nasfhuweane 7o
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113 719 (Fowaz 89) Aau Aaluman 1

13197 1. Characteristics of patients in both S. bovis biotype I, biotype II and biotype II/1 and biotype II/2

Characteristics Species P value
S. bovis biotype | S. bovis biotype II TvsIl/ TvsII2
N (%) 1I/1 12 Total
N (%) N (%) N (%)
Sex 0.25/0.26
Male 5 (38.5) 2 (100) 51 (54.8) 70 (55.1)
Female 8 (61.5) 0 (0) 42 (45.2) 57 (44.9)
Median age (yr) 67 67 65 65 0.47/0.47
IQR age (yr) 49.5,82.5 NA 48.5,74 50,74 NA/NA
Region 0.30/0.32
Northern 1(7.7) 0 (0) 2 (2.2) 2 (1.6)
Central 10 (76.9) 2 (100) 84 (90.3) 113 (89)
Northeastern 2 (15.4) 0 (0) 5 (5.4) 9 (7.1)
Southern 0 (0) 0 (0) 2 (2.2) 3 (2.1)
Occupation 0.06/0.06
Farmer 1(7.7) 0 (0) 0 (0) 0 (0)
Employee 3 (23.1) 1 (50) 13 (14) 20 (15.7)
Officer 0 (0) 0 (0) 0 (0) 1 (0.7)
Merchant 0 (0) 0 (0) 2 (2.2) 2 (1.4)
Student 0 (0) 0 (0) 4 (43) 539
Own business 3 (23.1) 0 (0) 8 (8.6) 13 (10.2)
Government officer 1(7.7) 0 (0) 16 (17.2) 17 (13.4)
Others 5 (38.5) 1 (50) 50 (53.8) 69 (54.3)
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Msai 1 (ﬂ'ﬁ). Characteristics of patients in both S. bovis biotype I, biotype II and biotype II/1 and biotype

11/2
Characteristics Species P value
S. bovis biotype I S. bovis biotype II TvsIl/ Ivsll2
N (%) 1I/1 11/2 Total
N (%) N (%) N (%)
Liver disease 3 (23.1) 1 (50) 38 (40.9) 53 (41.7) 0.19/0.21
Cirrhosis 3 (23.1) 1 (50) 36 (38.7) 51 (40.2) 0.23/0.27
Child A 1 (7.7) 0 (0) 5 (5.4) 6 (4.7) 0.64/0.44
Child B 1 (7.7) 0 (0) 14 (15.1) 20 (16.5) 0.44/0.48
Child C 1 (7.7) 1 (50) 17 (18.3) 25 (19.7) 0.29/0.34
Cause
Alcohol 2 (15.4) 0 (0) 10 (10.8) 14 (11.0) 0.64/0.62
HBV 2 (15.4) 0 (0) 8 (8.6) 10 (7.9) 0.36/0.43
HCV 0 (0) 0 (0) 11 (11.8) 14 (11.0) NA
NASH 0 (0) 0 (0) 0 (0) 0 (0) NA
Cryptogenic 0 (0) 0 (0) 9 (9.7) 13 (10.2) NA
Others 0 (0) 1 (50) 2 (2.2) 3 (2.4) 0.44/0.43
Hepatoma 0 (0) 0 (0) 5(5.4) 8 (6.3) NA
Biliary tract disease 0 (0) 0 (0) 5(5.4) 6 (4.7) NA
Gall stone 0 (0) 0 (0) 332 3 (2.4)
CBD stone 0 (0) 0 (0) 2 (2.2) 324
IHD stone 0 (0) 0 (0) 1 (1.1) 1 (0.8)
Hepatobiliary tract 3 (23.1) 1 (50) 43 (46.2) 59 (46.5) 0.12/0.13
Colonic disease* 2 (66.6) 0 (0) 6 (60.0) 8 (66.7) 0.41/0.40
Cancer 2 (66.6) 0 (0) 2 (16.7) 2 (16.7) 0.08/NA
Premalignant lesion 0 (0) 0 (0) 1 (10) 3 (25.0) NA
Others 0 (0) 0 (0) 3 (25.0) 3 (25.0) NA
N colonoscope 3 1 10 12
Kidney disease 6 (46.2) 0 (0) 14 (15.1) 17 (13.4) <0.05/<0.05
CNS disease 1 (7.7) 0 (0) 6 (6.5) 9 (7.1) 0.936/0.86
DM 4 (30.8) 0 (0) 25 (26.9) 37 (29.1) 0.90/0.76
HIV 0 (0) 0 (0) 1 (L.1) 1 (0.8) 0.75/0.70
Malignancy
Hematologic 1 (7.7) 0 (0) 6 (6.5) 6 (4.7) 0.64/0.86
Other solid tumors 1 (7.7) 0 (0) 9 (9.7) 13 (10.2) 0.77/0.81
Autoimmune disease 0(0) 0 (0) 6 (6.5) 7 (5.5) 0.39/0.34
Immunosuppressive 1(7.7) 0 (0) 12 (12.9) 13 (10.2) 0.78/0.59
agent

% of patient who underwent colonoscopes
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gﬂﬁ 1. Percentage of underlying of patients compare in 2 groups
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9197 2. Symptoms of patients at the time at presentation

Symptoms Species P value
S. bovis biotype I S. bovis biotype 1I ITvsIl/TvsIl/2
N (%) 1I/1 112 Total
N (%) N (%) N (%)
Fever 10 (76.9) 1 (50) 70 (75.3) 93 (73.2) 077/0.89
Chill 4 (30.8) 1 (50) 31 (33.3) 37 (29.1) 0.90/0.85
Jaundice 1 (7.7) 1 (50) 4 (4.3) 9 (7.1) 0.94/0.58
Abdominal pain 0 (0) 1 (50) 32 (34.4) 42 (33.1) 0.01/0.11
Abdominal discomfort 1 (7.7) 1 (50) 14 (15.1) 25 (19.7) 0.29/0.47
Diarrhea 1 (7.7) 2 (100) 26 (28) 38 (29.9) 0.09/0.11
Nausea/vomiting 0 (0) 0 (0) 23 (24.7) 27 (21.3) 0.06/<0.05
UGIB 1 (7.7) 0 (0) 8 (8.6) 9 (7.1) 0.94/0.91
LGIB 0 (0) 0 (0) 2 (2.2) 2 (1.6) 0.65/0.59
Change in mental 5 (38.5) 0 (0) 17 (18.3) 26 (20.5) 0.14/0.09
status
Oliguria 1(7.7) 1 (50) 8 (8.6) 15 (11.8) 0.66/0.91
Dysuria 1 (7.7) 0 (0) 1 (1.1) 3 (24) 0.27/0.10
Cough 0 (0) 0 (0) 7 (1.5) 10 (7.9) 270/0.98
Dyspnea 2 (15.4) 1 (50) 23 (24.7) 33 (26.0) 0.40/0.25
Headache 0 (0) 0 (0) 1 (1.1) 1 (0.8) 0.75/0.70
Seizure 0 (0) 0 (0) 1 (1.1) 2 (1.6) 0.65/0.707
Rash 0 (0) 0 (0) 1 (1.1) 1 (0.8) 0.75/0.70
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5197 2 (A0). Symptoms of patients at the time at presentation

Symptoms Species P value
S. bovis biotype I S. bovis biotype 11 ITvsII/1vs II/2
N (%) 1/1 112 Total
N (%) N (%) N (%)
Arthalgia 1 (7.7) 0 (0) 4 (4.3) 5 (3.9) 0.52/0.58
Back pain 2 (15.4) 0 (0) 3 (3.2) 539 0.07/0.05
Weight loss 0 (0) 1 (50) 4 (4.3) 7 (5.0) 0.39/0.44
Other symptoms 2 (15.4) 1 (50) 2 (2.2) 7 (5.5) 0.17/0.19
Duration of illness 0.95/0.98
<25 hr 3 (23.1) 0 (0) 23 (24.7) 33 (26.0)
24-72 hr 4 (30.8) 1 (50) 27 (29.0) 34 (26.8)
>72 hr 6 (46.2) 1 (50) 43 (46.2) 60 (47.2)
mswﬁ 3. Physical examination of patients at the time of presentation
Physical Species P value
examination S. bovis biotype I S. bovis biotype 1I ITvsII/IvsIl2
N (%) 11 12 Total
N (%) N (%) N (%)
Body tempera- 37.82+/-0.93 37.15+/- 1.63 37.77+/-1.03 37.81+/-0.9 0.60/0.81
ture (oc)
Pulse rate (bpm) 91.23+/-29.88 110+/- 14.14 92.87+/-22.27  91.23+/-29.8 0.65/0.49
Systolic blood 112.46+/-25.69 112.5+/-14.85 110.06+/-25.49  112.46+/-25.7 0.84/0.39
pressure (mmHg)
Diastolic blood 63.01+/-14.37 65.10+/-16.97 67.134/-58.01  63.03+/-14.4 0.81/0.89
pressure (mmHg)
Respiratory rate 19.77+/-3.56 20.214/-5.66 22.224/-4.58 19.77+/-3.6 0.15/0.16
(per minute)
Pale 6 (46.2) 1 (50) 50 (53.7) 71 (55.9) 0.50/0.60
Icteric sclerae 2 (15.4) 1 (50) 31 (33.5) 42 (33.1) 0.19/0.19
Heart murmur 5 (38.5) 1 (50) 15 (16.1) 22 (17.3) 0.07/0.05
Lung adventitious 5 (38.5) 1 (50) 23 (24.7) 30 (23.6) 0.24/0.29
sound
Abdominal distension 2 (15.4) 2 (100) 36 (39.1) 54 (42.9) 0.06/0.09
Bowel sound 0.650.39
Normal 13 (100) 2 (100) 88 (94.6) 119 (93.7)
Absent 0 (0) 0 (0) 0 (0) 2 (1.6)
Hypoactive 0 (0) 0 (0) 5 (5.4) 6 (4.7)
RUQ tenderness 0 (0) 1 (50) 7 (7.6) 11 (8.7) 0.27/0.30
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Mmsah 3 (ﬂ'ﬁ)). Physical examination of patients at the time of presentation

Physical Species P value
examination S. bovis biotype 1 S. bovis biotype 11 ITvsII/TvsIl/2
N (%) 11/1 11/2 Total
N (%) N (%) N (%)
Murphy’s sign 0 (0) 0 (0) 1 (1.1) 1 (0.8) 0.75/0.70
Generalized 0 (0) 0 (0) 12 (12.9) 17 (13.4) 0.16/0.16
tenderness
Rebound 0 (0) 0 (0) 8 (8.6) 10 (7.9) 0.29/0.27
tenderness
Guarding 0 (0) 0 (0) 4 (4.3) 539 0.46/0.44
Hepatomegaly 2 (15.4) 2 (100) 17 (18.3) 22 (17.3) 0.86/0.79
Chronic liver 3 (23.1) 2 (100) 34 (36.6) 50 (39.4) 0.25/0.33
stigmata
Portal HT sign 2 (15.4) 2 (100) 29 (31.2) 45 (35.4) 0.15/0.24
Ascites 2 (15.4) 2 (100) 27 (29) 45 (33.9) 0.17/0.03
Splenomegaly 1 (7.7 1 (50) 20 (21.5) 29 (22.8) 0.21/0.24
Caput medusa 0 (0) 0 (0) 332 324 0.58/0.51
Gynecomastia 0 (0) 1 (50) 4 (4.3) 6 (4.8) 0.42/0.44
Enlarged parotid 1(7.7) 0 (0) 3 (3.3) 5 (4.0) 0.53/0.43
glands
Palmar erythema 2 (15.4) 2 (100) 17 (18.3) 23 (18.1) 0.80/0.79
Spider nevi 1.(7.7) 2 (100 18 (19.4) 24 (18.9) 0.32/0.30
Embolic phenomenon 0 (0) 0 (0) 1 (L.1) 5 (3.9) 0.47/0.51
Immunologic 0 (0) 0 (0) 1 (1.1) 1 (0.8) 0.75/0.51
phenomenon
Other signs 1.(7.7) 0 (0) 3 (3.2 7 (5.5) 0.75/0.42
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M397 4. Investigations during admission

Investigations Species

S. bovis biotype I S. bovis biotype II

P value
Tvs Il /T vs II/2

N (%) /1 11/2 Total
N (%) N (%) N (%)

White count 10409.23+/-3750.5 12810.00+/- 14744.77+/-3750.5 13561.84+/- 0.46/0.37
(cell/mms) 3408.2 88.74+/-85.7 15202.2
% Neutrophil 77.33+/-22.8 88.95+/-5.6 13.17+/-15.0 91.72+/-105.2 0.62/0.64
% Lymphocyte 9.33+/-4.4 6.60+/-2.7 5.54+/-10.3 14.52+/-17.4 0.29/0.36

Hemoglobin (g/dL) 10.65+/-0.8 9.25+/-1.8 11.94+/-9.4 11.51+/-8.2 0.70/0.62

Platelet (count/mms) 186707.69+/- 132000.00+/- 155056.38+/- 154934.20+/- 0.35/0.34

101485.7 24041.6 112517.2 117987.6

Blood urea nitrogen 39.84+/-37.5 38.54/-6.3 42.04+/-102.9 39.48+/-88.8 0.99/0.94
(mg/dL)

Creatinine (mg/dL) 2.54+/-2.3 1.27+/-0.2 1.81+/-1.5 1.72+/-1.5 0.78/0.73

Total bilirubin 4.70+/-8.1 5.91+/-4.7 6.54+/-21.00 6.23+/-18.2 0.49/0.59
(mg/dL)

Direct bilirubin 3.12+/-6.2 4.04+/-4.6 2.97+/-6.5 3.16+/-6.3 0.98/0.89
(mg/dL)

Aspartate amino- 56.08+/-51.11 255.00+/-203.6  101.46+/-165.4  103.82+/-171.9 0.34/0.56
trasferase (mg/dL)

Alanine 38.33+/-28.3 46.00+/-18.3 64.53+/-100.9 62.34+/-95.1 0.38/0.38
transaminase (mg/dL)

Alkaline 149.58+/-82.1 137.5+/-37.4  157.52+/-160.3  150.00+/-143.0 0.99/0.87
phosphatase

Albumin (mg/dL) 2.76+/-7.6 2.40+/-0.3 2.80+/-0.7 2.76+/-0.7 0.36/0.37

Globulin (mg/dL) 3.57+/-7.6 3.34/-0.0 4.34+/-2.8 4.15+/-2.5 0.57/0.50

Prothrombin time 29.6+/-43.6 29.15+/-15.8 18.6+/-14.3 18.81+/-12.7 0.06/0.10
(secs)

International 1.32+/-0.4 2.25+/-1.2 1.41+/-0.5 1.46+/-0.5 0.42/0.55
Normalized Ratio
(INR)

Partial thromboplastin 31.58+/-6.9 39.75+/-2.5 30.67+/-10.4 31.34+/-11.1 0.95/0.79
time (secs)

Blood Culture N(%) 13 (100) 2 (100) 93 (100) 125 (98.43) 0.33/0.20

Blood MIC penicillin 0.22+/-0.4 0.05+/-0.2 0.11+/-0.2 0.11+/-0.2 0.05/0.55

Blood MIC 0.32+/-0.1 0.32+/-0.1 0.43+/-0.1 0.42+/-0.1 <0.05/<0.05

vancomycin
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M99 4 (ﬂ'i’)). Investigations during admission

Investigations

Species P value

S. bovis biotype 1

S. bovis biotype 11 ITvsII/Ivs II2

N (%) 11/1 11/2 Total
N (%) N (%) N (%)
Blood MIC cefotaxime 0.06+/-0.0 0.56+/-0.0 0.57+/-3.5 0.48+/-3.0 0.07/0.13
Blood MIC 0.11+/-0.3 0.02+/-0.0 0.07+/-0.3 0.07+/-0.3 0.62/0.69
meropenem
Other culture N(%) 1 (7.7) 0 (0) 21 (22.5) 28 (22.1) 0.14/0.22
Ascetic fluid 0 (0) 0 (0) 18 (19.4) 25 (19.7)
CSF 0 (0) 0 (0) 1 (1.1) 1 (0.8)
Synovial fluid 1 (100) 0 (0) 1 (1.1) 1 (0.8)
Urine 0 (0) 0 (0) 1 (1.1) 1 (0.8)
Other MIC penicillin NA NA 0.09+/-0.0 0.09+/-0.0 NA/NA
Other MIC vancomycin NA NA 0.41+/-0.2 0.44+/-0.2 NA/NA
Other MIC cefotaxime NA NA 0.24+/-0.1 0.23+/-0.1 NA/NA
Other MIC meropenem NA NA 0.03+/-0.0 0.46+/-0.1 NA/NA
Ultrasound N(%) 0 (0) 2 (100) 16(17.2) 23 (18.1) 0.09/0.11
ERCP N(%) 0 (0) 0 (0) 332 4 (3.1 0.52/0.51
Computer scan N(%) 1 (7.7) 1 (50) 17 (18.3) 24 (18.9) 0.32/0.34
Echocardiogram N(%) 6 (46.2) 1 (50) 36 (38.7) 47 (37.0) 0.52/0.60
Colonoscope N(%) 3 (23.1) 1 (50) 10 (10.8) 12 (9.4) 0.13/0.20
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Cearinle (echocardiogram) ﬁy’mm 6 319
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venous catheter related blood steam infection,

CRBSI) 9 119 (50802 69.2) 2 910 (F08as 15.4)
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primary localized infective CRBSI
bacteremia infection endocarditis
gﬂﬁ 2. Percentage of diagnosis compare in 2 groups
miNﬁ 5. Diagnosis treatment and outcome
Investigations Species P value
S. bovis biotype 1 S. bovis biotype II TvsII/TvsIl/2
N (%) /1 12 Total
N (%) N (%) N (%)
Diagnosis N(%)
Primary bacteremia 9 (69.2) 2 (100) 55 (59.1) 76 (59.8) 0.41/0.40
Localized infection* 2 (15.4) 0 (0) 32 (34.4) 44 (34.6) 0.21/0.16
Hepatobiliary tract 0 (0) 0 (0) 5 (5.4 7 (5.5) NA
infection
SBP 0 (0) 0 (0) 19 (20.4) 26 (20.5) NA
SSI 1 (7.7) 0 (0) 1 (1.1) 324 0.27/0.10
Bone & joint infection 1 (7.7) 0 (0) 2 (22) 2 (1.6) 0.15/0.26
Infected CAPD 0 (0) 0 (0) 2 (22) 2 (1.6) NA
UTI 0 (0) 0 (0) 1 (1.1) 1 (0.8) NA
Enterocolitis 0 (0) 0 (0) 1 (1.1) 2 (1.6) NA
Meningitis 0 (0) 0 (0) 1 (1.1) 1 (0.8) NA
Infective endocarditis 1 (7.7) 0 (0) 6 (6.5) 7 (5.5) 0.75/0.87
CRBSI 1 (7.7) 0 (0) 0 (0) 0 (0.0 NA
Outcome
Improved 10 (76.9) 0 74 (79.6) 97 (76.4) 0.98/0.75
Death 3 (23.1) 2 (100) 19 (20.4) 30 (23.6) 0.96/0.82
Length of stay 24.39+/-20.0 12.00+/-8.5 21.63+4/-23.8 22.87+/-24.8 0.83/0.69
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Prednisolone or Pentoxifylline
for Alcoholic Hepatitis

Mark R. Thursz, M.D., Paul Richardson, M.D., Michael Allison, Ph.D., Andrew Austin, M.D., Megan Bowers,
M.Sc., Christopher P. Day, M.D., Ph.D., Nichola Downs, P.G. Cert., Dermot Gleeson, M.D., Alastair
MacGilchrist, M.D., Allister Grant, Ph.D., Steven Hood, M.D., Steven Masson, M.A., Anne McCune, M.D.,
Jane Mellor, M.Sc., John OiGrady, M.D., David Patch, M.D., Ian Ratcliffe, M.Sc.,

Paul Roderick, Ph.D., Louise Stanton, M.Sc., Nikhil Vergis, M.B., B.S., Mark Wright, Ph.D.,

Stephen Ryder, D.M., and Ewan H. Forrest, M.D., for the STOPAH Trial*

BACKGROUND

Alcoholic hepatitis is a clinical syndrome characterized by jaundice and liver impairment that occurs
in patients with a history of heavy and prolonged alcohol use. The short-term mortality among
patients with severe disease exceeds 30%. Prednisolone and pentoxifylline are both recommended
for the treatment of severe alcoholic hepatitis, but uncertainty about their benefit persists.

METHODS

We conducted a multicenter, double-blind, randomized trial with a 2-by-2 factorial design to evaluate
the effect of treatment with prednisolone or pentoxifylline. The primary end point was mortality at 28
days. Secondary end points included death or liver transplantation at 90 days and at 1 year. Patients
with a clinical diagnosis of alcoholic hepatitis and severe disease were randomly assigned to one of
four groups: a group that received a pentoxifylline-matched placebo and a prednisolone-matched
placebo, a group that received prednisolone and a pentoxifylline-matched placebo, a group that
received pentoxifylline and a prednisolone-matched placebo, or a group that received both predniso-
lone and pentoxifylline.

RESULTS

A total of 1103 patients underwent randomization, and data from 1053 were available for the primary
end-point analysis. Mortality at 28 days was 17% (45 of 269 patients) in the placebofiplacebo group,
14% (38 of 266 patients) in the prednisolonefiplacebo group, 19% (50 of 258 patients) in the
pentoxifyllinefiplacebo group, and 13% (35 of 260 patients) in the prednisolonefipentoxifylline group.
The odds ratio for 28-day mortality with pentoxifylline was 1.07 (95% confidence interval [CI], 0.77
to 1.49; P = 0.69), and that with prednisolone was 0.72 (95% CI, 0.52 to 1.01; P = 0.06). At 90 days
and at 1 year, there were no significant between-group differences. Serious infections occurred in
13% of the patients treated with prednisolone versus 7% of those who did not receive prednisolone (P
=0.002).

CONCLUSIONS

Pentoxifylline did not improve survival in patients with alcoholic hepatitis. Prednisolone was asso-
ciated with a reduction in 28-day mortality that did not reach significance and with no improvement
in outcomes at 90 days or 1 year. (Funded by the National Institute for Health Research Health
Technology Assessment program; STOPAH EudraCT number, 2009-013897-42, and Current
Controlled Trials number, ISRCTN88782125.)

(. J

The New England Journal of Medicine 2015;372(17):1619-28.
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98 1AYY = Fovaz 17 (v 45 119 ke 269
718) oaneelungu prednisolone 8E1AYY =
Fowar 14 (e 38 Neludihe 266 319) oA
melungw pentoxifylline 98191fe7 = ovaz 19
(v 50 Neludihe 258 719) wazeanmely
naufihofildsy prednisolone $9uAL pen-
toxifylline = $owaz 13 (ane 35 MwaNKI)IY
260 719) Kioniouiey odds ratio YIBAT
muidlerfeuiungy placebo i 28 Fu wuiingy
i3y pentoxifylline Hsanaedly 1.07 wi
ve3 placebo (95% CI = 0.77 to 1.49, p=0.69)
uazwuI1 prednisolone Hoanamuilu 0.72 1

ve9 placebo (95% CI 0.52 to 1.01, p=0.06)
Sanmoft 90 Tuuazi 1 Jueamssnuihis
dulidngldsuola  filedldsu prednisolone
Ramsaaielesas 13 iefleudumIfnielu
éﬂwﬁ"hj"lﬂ"%’u prednisolone’
IgfanuneefiazaeumouEesunum
V03 prednisolone waz/13o pentoxifylline 11
udlagld 2x2 factorial design® uadalinsiuwa
M3 2x2 factorial design vlWinlFeile
Ane WwAmoivedaidse nimn® fAe n) I
pentoxifylline @1991nlilderlugie severe
alcoholic hepatitis v3ohi @) 19 prednisolone
annnliliovisell waz a) 19 prednisolone
+ pentoxifylline 3uAusanlilienvsela 1iu
Humseenuuuiiiits: " ninm snnudeds
oy fideaseiafionisma oud1 prednisolone
uaz pentoxifylline HUAToN FTunIofuAY
(interaction) WU synergistic 30 antagonistic
viold  dflezhlilem nwuanuuanaaies
as Tunsdinunadail hidiuihdnsssymana oy
interaction M¥ARY  uAgIINWaNuANIaRY
TimnnssvineilfideinaslFudu iezey
walddn Tinud§isen SunSemunu szvin
prednisolone uaz pentoxifylline
Hiholdsunsitianeindiu severe alco-
holic hepatitis laginmain1sitansnianadin
Hundn WldTnmsdaswiledullasn lesn
mfaselaeansuiieluamadueilivhiu
unlunssnyINgueIn1s severe alcoholic
hepatitis sniiunsdiimsitenelidanu® 3
Fullld fihesnnunilienifadshigndes
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M3TAYIIN M50 co-intervention l@un
WIn supportive treatment Gauvmdfiquarile
fmhiida ™y wu msl terlipressin Tugihoi
3wiia hepatorenal failure M3l¥erduden
panlumudueimis  misldenljsiuzuas
nssuMIshnsAade  msshnddilane
sy mdil eneznsznusanmeld udfld
fimsdsziiu "0 uvesfihefiinzimsndou
gaflieadiann u e uieehildssynaati
Fanuliunndfsnu nmdtadouasinuniig
unsndfpuvoaunndnahigranmin

({19991 end point Al¥3zywatiuFaY
o sanmeniesanmaasudy Sauheziy
didedeld

wa 3191 m3li prenisolone, pentoxi-
fylline ¥50 prednisolone + pentoxifylline Tu
#1hy severe alcoholic hepatitis fAfinelag
14 clinical criteria lishafiluiZes sanmed
28 Fu sanimaasudy vieme Tu 90 Fuuas
Tu 1 1 TamsAnuniniidede Judeyadiai a

luifaguiunlvde 31U eaadosnumsneanuluy
paanlilingy placebo wnfFeuiien’ ateld
' ) Ao v o O ]
Tiflundngiun egdnvumil
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MIzAuoNL uanueansgodiiluniig
unsndeuil 1y veslsnduEesIInnITay
woanoged nlisaTInsaeIze: U s
Sovaz 30-50 Al 3 ifev’ Frhodovaz 40 Ve
AMeAusnL unupanesodsiiaguusaiinshild
UszTomfnnmasniniilutfgin’  astinuld
Tudlszmea wigouimaiumsaassd lsn ICD-9
Yauaz 0.83 voanueulneananualy a.4.
2010 wazWUNBATINIMBTuUIiNaAaIIN
Fowaz 10.1 W 5.8 Tu a.A. 2002-2010 awaaL*

tagiivdsdiany wlamuwiniansin
Tviq Taganiudesdumnquiiodusnt u
Mnuoanosadriiaguus  daiinsihguy
Azuuuaa g Mlszidunnuguusalsn 1&un
Maddrey Discriminant Function (DF),
Glasgow Alcoholic Hepatitis Score (GAHS),
Mayo End-stage Liver Disease (MELD) %30
UK End-stage Liver Disease (UKELD) 9
Tidazldsulaf hinuauuanarenulunisld
wonsallsn®  unsAnnedlFned el
2 wila 1dun prednisolone uaz pentoxifylline
saflumsshvnaspuiilutfgi®  uns
WForgduuudu Wy msrnsFoudeungud
1§50 prednisolone ad1aiAgIAUNGUAIFT
prednisolone 32uAU pentoxifylline ﬁ'uwuiw
msldsuen esrfinsudubildifinsanmsson
$3al%_99u" uazlmsfnuidr aves Thursz
wasaae' Fuflumsinufifly randomized
control - winalvafluffiheiifinnzdusn van
HOANDIVAYUATUNINIAYIYEAIINITTOATIA
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n 28 Juludie 4 nguielW prednisolone,

pentoxifylline, prednisolone 324U pen-
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1. anuuanasvaInansanyily
primary outcome WUI1INYBYANIIANEN
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M1 AST >500 IU/a. ¥3a ALT >300 IU/a.
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MINN 1. 1 AIMIANEIN 1ﬂ€yiuﬂ1§5ﬂ‘ﬂ1ﬁﬂ?ﬂﬂllﬂﬂ! UaINUdanadaande pentoxifylline, prednisolone

A
199811ia9n placebo

MIAN De taznaz’ Park nazaaz '’ Mathurin #azaas’
i A 2009 2014 2013
iszina Ay NN WS
wudihe | 68 121 270
na"u ﬂt]liJ 1: prednisolone ﬂﬁjll 1: prednisolone ﬂijiJ 1: pentoxifylline+prednisolone
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oNIIANE il 3 1o i 11dou il 6 170
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Pentoxifylline: 14.7 Pentoxifylline: 22.4 Prednisolone: 30.6
(p=0.04) (p=0.08) (p=0.91)
il 6 Ao
Prednisolone: 27.5
Pentoxifylline: 35.5
(p=0.23)
ﬁﬂ]ﬂﬁﬁﬂnt Hepatorenal syndrome Hepatorenal syndrome nuanglanesunduiesay 1-3
unsndeuma | 6 510 ($evaz17.6) lungu | wuiesay 13.1-13.6 lungazngumsfne
Ia prednisolone az3osaz 0 | luudazngu
6],‘L'lﬂﬁill pentoxifylline
31 Pentoxifylline AN Prednisolone AN Tifanuuand19sening 2 nqu

3. A 'mmmw:'ilmﬁaﬁﬂmammsn%'au
mala ‘*mﬁmmﬂmmw‘fuﬂnpj’ﬂaﬂaaﬂiﬂmﬂww
nzlansieunwdulamldnwuniizlaiie
Aoundulunsanuilimodioras 1-3 Fauaneng
nnmsanedeunthiinnunzlanefsunwdy
nniedesas 13-17 endniinnnmudeniiie
9019 wwanolsz nin1mves pentoxifylline
Ferziuldan e umMImuMuTTNnNTIUiny
11 pentoxifylline ladszloxiilunstloanunis

ianqueinisisalalugiledudnt vanuea-
ﬂﬂﬁﬂﬁ%ﬁﬂglﬂtﬂlﬁﬂd%ﬁ hepatorenal syn-
drome Tagdl relative risk AU 0.47 (95% CI
0.26-0.86), p=0.018
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pentoxifylline, prednisolone 33uAU pentoxi-
fylline naznguitldsusvaen

6. 90 31l MnwavosnsAnutinadal
1nse gU1&31 pentoxifylline wuligaely
Fosmsseatiadoihninmdihedusnt vria
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dihondgalnening o1y 78 ¥ Wldszneverdn e
MATU “yndlng e wns aiidunuasiiegifgiuiivia
fas Uszidldnndihe and wasnyssdou Fedold sulilu
Tsawenmnaifhuadei 1

Chief complaint: 1% Te viou 10 days PTA

Present illness: 1augihosiomaoaueld ianihuld NYHA
FC1
g months fihefifeuinelaiu wilosire v “u thwin
an 4 nn. (00 62 nn. 1iu 58 nn.) u 1 @eu AiheTalwy
g lsanenunasgunanrianiia
PE: thyroid enlargement with multiple nodules
Laboratory investigations: FT3 9.3 pg/mL (2.1-3.8)
FT4 3.39 ug/dL (0.93-1.70) TSH < 0.01 ulU/mL (0.27-4.20)
Ultrasonogram of thyroid:

Multiple hypervascularity iso-slightly hyperechoic
nodules at both lobes thyroid (more prominent on right side)
variable in size 0-5-1.4 cm.

Cystic lesion with internal septation and nodule at
right lateral isthmus lobe, size about 1.9x1.3 cm.

1¢5umsifianeiilu toxic multinodular goiter 1¢5um3
sneudlu PTU (50 wn.) Juaz 4 e vasninsulsemiue
o1MsaTuthe uadad ndeumds hmintundund TFT (2
iounassny1) FT3 3.8 pg/mL (2.1-3.8) FT4 1.1 pg/dL
(0.93-1.70) TSH 0.05 ulU/mL (0.27-4.20) TSH lineind

3 weeks PTA fthofildeg WI&3ald hivun u 19
infhurenaniu T adsteuiidenTnsosd udliha vy vie
§n1 v fumadidhuhvnvinaaiaeudmes rues @erlna
Fundinnmieudeunsia lFemaindeinsudssmueserms
Tigtu suduldamnd uad nseumds milesiisu vhaw

o

thuldlivusii@siadumanmgn Nvanda ynslsaims
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10 days PTA #ihodaiildeguazizuled
vz umgu ilSunihennamely uwad
v 141 = o’d‘
whashiaau gn NI luwuumwndnlsanenna
wn¥u asduenisdlen wudndl right lower
lung infiltration liildanzidea Ianuilu pneu-
monia with infected wound l&5unssnuniiu
ceftriaxone 2 n./9% w1y 3 M laglwendlu
L2 >4 o ld&l
dihouen nasnnldmeimshiayu

7 days PTA fihedenavldwuunnd 0
Tsawgnnaenyunvady wazlasuarBueulu
Tsanegnina

PE: VS BT 38.1°C

mmHg PR 92/min RR 23/min

BP 127/81

HEENT: enlarged thyroid 45 g, no
exophthamos, no tremor

Lung: crepitation at left right lower
lung zone

Extremities: wound 0.5 cm with 2 cm
overlying skin necrosis at plantar side of right
foot with pus discharge

Laboratory investigations

Hb 7.4 gsdL, Het 22.6%, MCV 86.9
fL, RDW 23.7% WBC 1,400/ul. (N 75% L
22% M 2% Eo 0% B 1%), platelet 104,000/
uL, PT 14.9/11.3, INR 1.3, PTT 30.2/28.9

TFT: FT3 1.27 pg/mL (2.0-4.4),
TSH < 0.005 ulU/mL (0.27-4.20)

Hemoculture: no growth

1@5umsitianeiuilu pneumonia with

sepsis with neutropenia from antithyroid drug
1¢5umsshrilu imipenem/cilastatin 500 1.
N0 6 9710 waz G-CSF 300 uan. IdAmiai
azA31 TIMALMYA PTU wasiwldsuiflu MMI (5
un.) Juaz 1 e uaz debridement right

foot lémues 3 wa. Tl swnzie uazl¥ PRC
1 unit

CBC on admission day 3 Hb 8.3 g/dL,
Hct 24.8%, MCV 86.9 fL, RDW 21.3% WBC
3,000/ul. (N 87% L 11% M 2% Eo 0% B 1%),
platelet 118,000/uL

senaneuegiilaansiariieldanas
oimslediu  udermamilesifuanniu uas
asvnunihaaludeasm 48 wn./na. ud
fihoidamaen hidu fiheieldsniundedu
10% DNSS/2 60 wa./47lus ndsnniumz
ihmatmeii 1degszning s0-70 un./aa. il
wilesneun nduniuiiynidesdiinm
wentnafilswenansuvidieglsmenald 7
Fu  apdssvemisnindeilaweunaginasnsal
wdanneenninluwennagihenilsameina
yaansaliui

usnsuneapniaufiheiariGesn e

imataeinld 40 un.saa. litiwdesen Tali
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sl e 3 Yavinsuw i
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Past history
30 years PTA fthefioimsiities Tv “u
dhminan Hfouiinela Sunnuunnddil-
weaywiaensaiveniuduaevesweniluiy
§sumssnenlasnsnduus ndwmivernsUni
hifineaziBeaiiiosnnnsziisugniang
lineldeordy eamide s1gnnaou o1
yulws

Obstetrics and gynecologic history
PARA 5-0-0-5 last 44
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Social history
Tigw 5 i vyws
Tineld 151 wéia

Physical examination

An elderly Asian female, alert, well
co-operative

Vital signs: BT 38°C RR 24/min BP
118/59 mmHg PR 110/min regular

HEENT: mildly pale conjunctivae,
anicteric sclerae, no exophthamos, no lid lag,
no staring thyroid 45 g with multiple thyroid
nodule, firm consistency, no bruit, no thrill,
no cervical lymphadenopathy

RS: equal chest expansion, decrease
breath sound with coarse crepitation at right
lower lung zone, increased vocal and tactile
fremitus, egophony positive

CVS: neck vein not engorged, PMI at
5" ICS, MCL, no heaves, no thrills, normal
S1, S2 no murmurs

Abdomen: no distension, active bowel
sound, soft not tender, liver and spleen can’t
be palpated, liver span 10 cm, splenic dullness
negative

Extremities: no pitting edema, well
granulated ulcer at plantar side of right foot,
no discharge

Lymph node: no lymphadenopathy

Neurological examination:

Fully conscious, well co-operative
Cranial nerves
O CN II: pupil 3 mm RTLBE,

RAPD-negative, normal VF

O Eye ground: no papilledema,
sharp disc, normal venous pulsation
O CN LI/IV/VI: full EOM
O CN V: normal facial sensation,
normal motor power of muscle of mastication,
corneal reflex positive
O CN VII: no facial weakness
O CNVIII: no nystagmus, normal
auditory sense
O CN IX, X: normal gag reflex,
uvula in midline
O CN XI, XII: normal
Motor: no fasciculation, normal
muscle tone, normal muscle mass
Motor power: grade V all
BBK plantar flexion both, clonus
negative both
Reflex: Deep tendon reflex 2 + all
except 0 at both ankle reflexes
Sensory: normal pinprick sensation
Meningeal irritation signs: no stiff
neck, negative Kernig’s sign
Cerebellar signs: normal FTN, no
dysdiadokokinesia, Romberg’s sign negative,

tandem gait negative

Laboratory investigations

Hb 9.8 g/dL, Hct 30.6% (MCV 92.8 fL,
RDW 19.4%), WBC 2,270/uL (N 64.8% L
30.7% M 0.9% Eo 0% B 0.2%), platelet 200,000/
uL, PT 14.0/11.3 3119, INR 1.3, PTT 30/28.9
RITRLT

UA: sp.gr.1.015 pH 6, protein 1+, RBC
5-10/HPF, WBC 0-1/HPF
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BUN/Cr: 9/0.4 mg/dL

Electrolytes: Na 134 mmol/L, K 2.9
mmol/L, Cl 101 mmol/L, HCO3 11 mmol/L,
Ca 9.7 mg/dL, phosphate 3.7 mg/dL, Mg 0.76
mmol/L, Uric acid 6.6 mg/dL, LDH 155 U/L
(125-220)

TP 7.9 gsdL, alb 2.5 g7dL, Glo 5.4 g/
dL , TB/DB 0.66/0.34 mg/dL, SGOT/SGPT
31/12 U/L, ALP 141 U/L

RPG 48 mg/dL, cortisol 16.6 mg/dL
insulin <2 uU/mL, C-peptide 0.1 nmol/L

ABG (room air): pH 7.304, pO, 101.7
mmHg, pCO, 26.8 mmHg, HCO, 13.4 mmol/
L, O,sat 97.7%, lactate 12.5 mmol/L

TFT: FT4 1.04 pgsdL (0.8-1.8), FT3
3.14 pg/mL (1.6-4.0), TSH 0.01 nIU/mL (0.3-
4.1)

Anti-HIV negative, HBsAg negative
anti-HBs negative, anti-HBc positive anti-

HCV negative

=\
msenilag
v A4
WY ytymmauuﬂ
8 haunau fheliinaauasidey
7 thyroid gland ultrasonography wudnilu
. . A T
multinodular thyroid enlargement a3l
o = v o < . .o .
anyazn 9 e31dunese (microcalcification,
hypoechoic, increase nodular vascularity, in-
filtrative margins, taller than wide on trans-
verse view) 32uNU thyroid function test 1flu
hyperthyroidism 911#70 toxic multinodular
goiter Y30 Graves’ disease with cold nodule
4 an o o y .
F4 wnsedfiansuenlsanuldlagld thyroid
A dy—{ll v 9/ O A 4 LA ¥
scan  uafiheneilildn daainndiheld

PTU fihesoimsaiu

3 anineu fhedld luasails-
wernaensunuiidenfnide uazwuiai
pancytopenia Faunndidrvealidininduain
PTU daidieassdindayanui1 PTU vhlwida
pancytopenia @108 (1: 10,000) 4@ 1N130
wliina agranulocytosis lé3puaz 0.1-0.5 uaz
onset U939 pancytopenia Clur}?ﬂwﬁﬂﬁ,l,ﬁﬂﬁ 7
Woundmnldsumsshm &1 wlngjszezna
fiiia pancytopenia atj‘ﬁ' 415U mzaniy
fiheneifsalitinfa pancytopenia 110 PTU
nazuwndiiwealdldndsunn PTU §lu MMI
F1 11308 cross reaction nuldles Aad
pancytopenia Tugile9 83117A91N bone marrow
disease M1 seandtheananuihiiiena
luidead FPG 48 wn./aa. uafihohideins
V94 hypoglycemia §AAnaen INAUL wided
anion gap metabolic acidosis yauziule
asfNEY WU insulin waz C-peptide ¢
wazl cortisol aginaaind uaswun1Iz lactic
acidosis  W1AVDI hypoglycemia luﬁﬂwiwﬁ,
19zl 119N IGF-mediated hypoglycemia
W30 overutilization U lactic acidosis u
ﬁﬂaaswﬁ'ﬁnmﬂu lactic acidosis type B 110
n ifleannlifivseiAves hypoxemia/hypo-
perfusion uaf hifilsziansldsueiivlinia
lactic acidosis Tasnmsudeihifymuedihe
ﬂﬂ‘ﬂlmimﬁ'uﬁa prolonged fever, pancytope-
nia, hypoglycemia, lactic acidosis #d21
T *ufudoyafumdn Aahifihensildlddy
hyperwarburgism Fanuldly lymphoma fifl
tumor burden 189z 4 @"ﬂwﬁﬂﬁlﬁ pancytope-
nia 1391 bone marrow biopsy Wzl
mM3Itaneld uazalIsh CT whole body for



N 28 2N 2 wrBU- NQuIeU 2558

107

staging

Diagnosis: aggressive lymphoma with
hyperwarburgism

Differential diagnosis: IGF-2 producing

tumor

WNT FOLNANI

Chest X-ray: patchy infiltration at
RLL, normal mediastinum and heart 53uNU
clinical An3 iy pneumonia ¥aINITTABINL
1 RLL infiltration #

Right foot: mild soft tissue swelling,
no bone erosion

Thyroid scan: diffuse increase iodine
uptake in thyroid gland, with cold nodules 11

2z1)1 Graves® disease with cold nodules

BITJUNBT 91AUSL U
Bone marrow biopsy
Hypercellular bone marrow
Tumor cells infiltration, loose nuclear
chromatin and increased N: C ratio compati-
ble with blast cells
Other hematopoietic cells was de-

creased

Immunohistochemistry:
O Tdt+, CD34+ compatible with
blast cells
O PAX5+, CD20+ compatible with
B cell lineage
O CD3-, MPO-, CD117-excluded
T cell lineage and Myeloid lineage
Diagnosis: B cell lymphoblastic

lymphoma/leukemia

50 Wuywy

Warburg effect gﬂﬁuwuﬁv'mi f.f. 1931
Tag wrguwnd Otto Heinrich Warburg o
A2zd cells 19 anaerobic glycolysis e
Wigdvla aAtdwenemednonalnlivae
8819 1¥U hexokinase overexpression, thiamine
deficiency 1fludu (ﬁlﬂgﬂ‘ﬁ' 1)

pg”ﬂaﬂiwﬁmm:"lﬁ” glucose N13vadA-
idoamanuing lactate Mannufifumstudui
ﬁﬂaaawaﬁﬁ hyperwarburgism  uiifhone
ilaidi neuroglycopenic symptom RICRLRN
wea w30l lactate Hunwdaannld (A3 2)

fheneiidfe smslienaithiauas
¥In09

Final diagnosis: B cell lymphoblastic

lymphoma/leukemia with hyperwarburgism
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108 Clinicopathological conference
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pancytopenia, fever, hypoglycemia, and lactic acidosis, Am
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2014;371(15):1434-45.
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EKG quiz

1 ANy

dihenelng 01g 90 1 mndrwermsmhila milleuszqu udddhivua & uwndasa
IMenUiladuAaianziei EKG o aaasgiln 1 demndihetiueimadudn 33939 EKG o

1t AaAagln 2
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Spot diagnosis

unata duNaL Do

56 duyyr

Mhemelneg 01y 43 T BanFeadunla dszmna 1 deu hiundodidensen “unaid
csjwumﬂEﬁﬂ“ﬁij’umuﬂ”auazluwﬁrhuﬁ'ummﬁmmsmuw%mq (loss of libido) lspiszana
I&un vy wazanuaulaia Afivseile 6 wounounIUANAIY glipizide taz amlodipine
a9 MenuANuaulafialn@ (130/80 mmHg) 9Ny cushingoid appearance (facial
plethora, moon face, buffalo hump, truncal obesity uag purplish striae), bilateral gynecomastia
winaUszna s o, Wifundedl discharge, proximal muscle weakness MauvunazY1 $IWAU
muscle atrophy waziluwdia acneiform eruptions nszgauatazlumi (gﬂ‘ﬁ 1) WansIanNN
Woullfiidnms  wu hyperglycemia (PG 180 mg/dL, HbAlc 8.5%) 3IunUNTE hypokalemia
(K" 2.9 mEq/L) uaz metabolic alkalosis (HCO, 30 mEq/L)

v a/a w
3l¥inmtiany

AnagH 116

mndlszinfhiudosen  1wAmedenlivie naderysem af Anzumnem as PNaINTRiNMINGdY
= ninaenline madmerysm a3 anzummen a3 PaansaiumIneds
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a8y EKG quiz

gl 1 dlednsanasfiuin Savs
maduveeridlalagsiundudiniidn@ (brady-
arrhythmia) fiefesni1 60 asdewil Taewy
Sozmaduveaialy i welugiausn “a u
VY03 P wave ¢#i0 QRS complex 111 1 @9 1
1#iu P wave 111 QRS 1n@) lag positive P wave
lu lead II, 111, aVF wae biphasic P wave Tu
lead V1 @1 1@ny sinus bradycardia wonaNi
8awudl prolongation ¥od PR interval (1A
200 Haddnd vio 5 Foudn) lumoimussos
PR interval 83 480 fiaddnit Fuuszoziion
wn Taemlszez PR interval T first degree
atrioventricular (AV) block 928321313 200-
400 Taddil ualiswaunlu first degree AV
block 1W130wWy PR interval iﬂﬂ@’fmﬁ A
600 Haddd 1" Tunsal first degree AV
block fimy PR interval 817310071 300 Had3nd
39uAY QRS complex Auay (Woanil 120 Nad
Junit) edmuluiiheneil 1 first degree
block fiwuil finens nmegiissd AV node
(intranodal) mnﬂﬁwﬁizﬁu infranodal” uazns
wy PR interval fignaunigsuiiild P wave 1
Teglnddy T wave voasanoumthil ¥ilna
quiauaadenuilu U wave 1

dowijoRanson tracing lugraihony

A

NAMITTADBNVBIFIIIVIZAMITIF UV T

¢-

e (szgz RR interval ¥99 QRS complex

(%

T 7 uaz s ¥i1900n) dofudnyazuiim
ftsouenlsneail

(1) Second degree sinoatrial (SA)
block mobitz type I

(2) Second degree SA block mobitz

type 11

(3) Second degree AV block mobitz
type I

(4) Second degree AV block mobitz
type 11

(5) Sinus pause/sinus arrest

(6) Sinus arrhythmia

Taedtusn (1) waz (2) son01n (3)
waz (1) laems “unashaisnafisaeenid P
wave Unngwsell dmu P wave ughiil QRS
complex #i conduct M 198 second degree
AV block [0 (3) 150 (4)]
Tugsidaeonosramuludiheneildnlddy

flaiwy P wave

second degree SA block [¥9 (1) %30 (2)] 14
Sawens nmfiszey SA node FaanuAnUnd
orfuldnaainniswaansz Wi (pulse
generation) Nn@auAiialWih SA node wie
minluih (electrical conduction) Ainend
luirladosuu " sinus arthythmia 13150
dneonldluneiiiieannlifdnyaznsn/deu
wasfisesiiudoslufluge g lusoil PP inter-
val 31 wemmasausBaseniuiiviula
AuenIznIN second degree SA exit
block mobitz type I Nl mobitz type II 1w
“un@i shortening vea PP interval feuiivz
taoanvisoll dwun aadufly second degree
SA block mobitz type I #1114 shortening U84
PP interval ﬁwmﬁauadmcﬁuhﬁg"ﬂwiwf: E
finda second degree SA block mobitz type
N1 suneudentiioiu pause @03
Anszdszauauguusaaellinilu  second
degree SA block %30 high grade SA block
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39 sinus pause laan13g 328z pause 31Ty
U PP interval yaiziln@viseli Taglu
second degree SA block 79109 high grade SA
block 3zWuNIzezN pause Uszoziilumiqalua
X ' ' ' A & v 3
2 ol wu 2 v 3 v viewnni fludu
o P £~
A3zl 3 1 AIITEZY0Y pause zHz A ANy
flu 2 wirves B (PP interval $29Un@) lu
second degree SA block vnszozitaoenli
< v v v v o v .
Wy "8 usiinuiuaumives PP ointerval
vauzdn@ 223930 sinus pause WU UALHIN
3282 pause 81IUIUNIT 2-3 JU (10-15 Fo9
' - . 2 o ' '
Ive)) 92300 sinus arrest 93N9e IWNAAO
hemodynamic voarilay

Yo qanglil 1 @il fiheneiiines-
NN ﬁ%‘ﬁ' SA uwaz AV node (binodal disease)
Iﬂﬂﬁmm?uuia‘l?u second degree block mobitz
type 11 i3zl SA node uazmm;uuiﬁgu first
degree block i3zl AV node
71 EKG #i 2 flumsfiagu EKG fiho
Tunadon wugi pause dnsineeninu
dindunIuanuaglifusnnunives PP inter-
val vaizn@ 1 AaddgUil 4 ssozues C il
szosfiifusuaushwessses B uenninil C
fafiszozfiunundt 3 3udt w188 sinus arrest
Iaoil junctional escape beat oonulWifiuly
£33 pause AING1D

= . a .
gﬂﬂ 4. 11 A9 sinus arrest #agd junctional escape rhythm vigaaenin
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mawdsuuasnnglit 1 Wifluglii 2
1IUBNINTLAVANNTUUTIVOINET RRLTLEY
izﬂm’umﬂ‘ﬁuﬂﬁuau%m second degree SA
block luiflu sinus arrest ¥1 1w1snefuie
oimsvosthoneild  msshudosn ung
melunienisueniiinananishaiuves SA
uaz AV node §1hiwy wwaiudluldlsznoy
ﬁ’umqﬁ'mn vziiluain ung degenerative
disease N1IWU inappropriate sinus bradycardia
waz sinus arrest laglidl 1naIINAIBUBN
JIWAUNLDINITVDY low cerebral perfusion 141
1&nun1z sick sinus syndrome saifludovey
lumsl ' permanent pacemaker (PPM) doli
Tumeiliines ol SA waz AV node 34

MWz M3U PPM %iia dual chambers pace-

maker

19N 13591994

1. Borys S, Timothy KK. Atrioventricular block; concealed
conduction; gap phenomenon. In: Borys S, Timothy KK,
eds. Chou’s Electrocardiography in Clinical Practice.
Pennsylvania: Saunders Elsevier, 2008: 456-80.

2. Josephson ME. Atrioventricular conduction. In: Josephson
ME, editor. Clinical Cardiac Electrophysiology:
Techniques and Interpretations, 4t eq, Philadelphia:
Lippincott Williams & Wilkins, 2008.

3. Borys S, Timothy KK. Sinus rhythms: electrocardio-
graphic patterns. In: Borys S, Timothy KK, eds. Chou’s

Electrocardiography in Clinical Practice. Pennsylvania:

W.B. Saunders, 2001: 310-28.
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imag spot diagnosis

anuuzvasdiod iz hypercortisolism %3® Cushing syndrome (CS) @alagnaliens
WUNZ gynecomastia 53WEld  uAd1n1Iz gynecomastia HuiAINIzAURSINU estrogen 11 3
Aindn@ (hyperestrogenemism) 91n13A adrenal CS udzduditaiinilesenaeuvnin iy
N . - . . =4 & =~ e
%UA malignancy #50 adrenocortical carcinoma (ACC) Fameluiiiosanvziiionles] aromatase
wavuegesluu androgens Nldanms $raseiluu steroids USuamnnilugasiuu estrogen

wamaresdfuamsvesrihe

Urinary free cortisol (UFC) 610 uan./1u (A1n@ 21-143), ACTH <10 Wlan./ua. (And
10-75), DHEAS 1,115 wan./aa. (A1n@ 80-560)

FSH <o0.1 IU/a. (1.0-8.4), LH <0.1 IUs/a. (AmUn@ 1.0-10.5), testosterone 17.5
wluluasa. (MUNA 5.9-24.7), estrogen 1,221 Wlnluasa. (A1n@ 0-130), SHBG 16.1
wluluaza. (AMUNA 14.5-48.4)

CT adrenal gland Wy heterogenous enhancing mass lesion fivsnm left suprarenal mass
with calcifications and necrosis UU1A 10X12x13 . (gﬂﬁ' 2)

wanens 191 1@y adrenocortical carcinoma

Artena\Fhase
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Feminizing ACC

ACC fluusfeiivylinies gudnmsailszna 1 dedssmnidunsdoiludiinnuguusauas
Aoy uIraMIsneluA wunlu 89313919 (bimodal distribution) fis $Iudn (5-10 ) waz
%295Ine) (40-50 1)) anuAaUnAmanaiiniing fie edon (adrenal tumor) vnalugj (WNN
4 BU.) NAKIBNIZANE ldzdnufes 1wy Yea AU uasvaoaidonalng) (inferior vena cava,
IVO) udu wenMniliiosontszmnadovas 60  1WsanaiEodlL (functioning) MI¥iAANw
©1M3 CS, hirsutism %39 virilization Tumweavdle uag feminization Tuwsae Falunsdivaaiing
I@fornnyielszinadesas 2 veuilosenyin ACC Tagfihomameazwuilym gynecomastia
390N loss of libido uaz testicular atrophy n133nNAD MskIda  uakihedsesas 5 iilad
W5 3snenlé (unresectable tumor) FuiumsitsslsnteszoeBuduiianu ngylunis
MvuaneInsallsnueadilie

19N 15919049

1. Allolio B, Fassnacht M. Clinical review: adrenocortical carcinoma: clinical update. J Clin Endocrinol Metab 2006;91:2027-37.
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CME credit

MIBWNT 193N @5 wnve CME credit Téaiiuas 3 1asdasalis fue
msnedeiiios msuunng ﬁ%ﬂﬁmnejuﬁ 3 Uszandi 23 (Anidioauied) Taslasanisnisanyn
doifles anzuwnoe A PaanTaMInds  muinasivesguimsAnydeiiiosvosunnd
wnne M Tagasumanudnaael wnds

wsuwndypan  unszey

N3 13YWNYIA AT MAIVIIYIM A3
ANZUNNYA A PIIAINIAINHINGIAY
NIUNWA 10330

Tagnsandeiiog waziauiiluilsznovindmnsnisy maimeigsm af aldiudin
wsanliviulag nsaeme eudeyatna 1snguinsAnideliied http://www.ccme.or.th
150 (02) 9386794 A0 13

GRREY

1. anmsAnmanyazaatinues VTE lufiheuzGe delagndes?
A. Wy DVT 101 918 PE 42 719 uazﬁ’quj 12 1Y
v.  duwaneiesas 65.2
A, 0gman 16.3 1
A fuzdesinievas 74.1
2. nnmsAndnbasadinues VTE ufthousie nuvsSdanuimosd a
n. @l luguaznnsmin
v uagn
A, el
.. lafiadinn
2. velhd
3. MINMIANIIANY WiusaEnin S, bovis uazlsaduviemaduha delagndes?
n. Sthevanun 140 18 Hume 65 o
V. UAeIgNTIgIY 16.36 1)
A. 4 S. bovis biotype 2 = 13 319 biotype 1 = 127 11¥
o danuwandlusnnudihefivmummddiseinmanhaiios

3. WU heart murmur 5 519 1u S. bovis biotype 2
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o

4. NNMIANBIANY “WHUTIZHIN S, bovis biotype Uolagndeas?
n. Biotype 1 filsaAvuiovas 41.7
¥, Biotype 1 HlsAmaininaiesas 4.7
A.  Biotype 2 Tl3nduuasmuduhiadesas 46.5
o Biotype 2 fiaualasnt ulesas 7.7
3. Biotype 2 Udnnmsiosaz 23.1
5. 91n Journal club fiiABIAUMIANMINTIY prednisolone naz/vie pentoxifylline Tuiihe
alcoholic hepatitis (Humsanuiuuyla
f.  randomized, double-blind

multicenter, randomized, double-blind

> @

multicenter, randomized, double-blind 1x2 factorial

Lo

multicenter, randomized, double-blind 2x2 factorial
folaliinndeufisaiy agranulocytosis 910 antithyroid drug
n.  wuglAnsaiiesas 0.1-0.5 910 PTU

Y. 1@ pancytopenia 910 PTU 1:10,000
f

Pancytopenia 910 PTU "ulvgjiian 14 u

Lo

Agranulocytosis 910 PTU i 3ol MMI unule
dnuaizlatiadi i first-degree AV block 1h9zagfi AV node?
f. PR interval 8g3:1319 200-400 JadIud

¥. PR interval 817010071 300 Haddnil

f. PR interval 8173100711 400 Jaddunil

PR interval 817310071 300 #ad3uH 599AY QRS niilesnin 120 Hadium

Lo

PR interval 8170100731 400 4addN 599AU QRS ninilpenii 120 Nadivn

5]

(%

dnvalavied iy sinus arrest

. gwesiid sinus pause flu 2 wirves PP interval Un@

. YN sinus pause iilu 3 mhvos PP interval 1Un@

f sinus pause Miflu A wvesiIumives PP interval Und

sinus pause UIUNIT 2-3 UM

Lo
ee
@
(44
=S S

sinus pause UIUNT 2-3 UM
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10.

MAOU

4

Yolagndvainedny Warburg effect
[ . . . . .
n.  1WunIe lactic acidosis 910 anaerobic glycolysis 31081
[ . . . . .
v. 1flune lactic acidosis 910 anaerobic glycolysis 910 tumor cells
A. 1flun1e lactic acidosis 910 anaerobic glycolysis 310 low tissue perfusion

ilun1e acidosis 910 endogenous acid 7 $1lag tumor cells

2 &

iWlun1e acidosis 310 exogenous acid

4

alaligndeafenniy Cushing syndrome (CS)

o

4
. ©1WWU gynecomastia TIuA 016
v, & _n1ild31 gynecomastia 1in91n estrogen 9910 adrenal CS 1z1a¥fiiipsansiowu
| a .
vnlafluriia benign
.  Estrogen 3910 adrenal CS tiiasnniiiosoniioulel aromatase
8. Adrenocortical carcinoma (ACC) wugiianisel 1 deiszanng 1 duae
3. ACC wumnlu 2 929019

ABUAININIIT 13901013 @3 1N 28 RUUN 1 3.0.-11.A. 2558 (CME credit 3 1n500)
Lo v oA 9 A

28 n. . fl. . .

£

5. .Y A A (Wewesenug X lumaeuiignde)

10. . U. . . .
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