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Abstract

The self-controlled case series (SCCS) study measures the relative risk of exposure to exposure period by
setting the non-exposure period of the patient as the control period without a separate control group. This
method minimizes the bias that occurs when selecting a control group and is often used to measure the risk
of adverse events after taking a drug. This study used SCCS to examine the increased risk of side effects
when two or more drugs are used in combination. A conditional Poisson model is assumed and analyzed for
drug interaction between the narcotic analgesic, tramadol and multi-frequency combination drugs. Bayesian
inference is used to solve the overfitting problem of MLE and the normal or Laplace prior distributions are
used to measure the sensitivity of the prior distribution.
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1. ME

Z}7]-t) 2 A (self-controlled case series; SCCS) A= 1990 dd)] Zxbo)] wiAle] oA A5
A Aoz S 95 A7 § whHolt} (Farrington, 1995). 7|&d] 2 ARSstd Aoz
AT (case-control study), ZFE A (cohort study), THHZAFAT (cross-sectional study) WHE
< tAlshe WHog g HaAg we ATE B &3] AMSEHI 9t) (Whitaker 5, 2006;
Petersen %, 2016; DiDiodato2} Fruchter, 2019). SCCS W2 H=x o] U2 Qo] Z+ Ex1e] A
# (treatment)o] e W E/17H2 thR/1b0 2 Aol w2717 O3t A 0 APEE
Z2A5= AT FEHEA RF AAY =HoA 2 ZAHL 7R Q).

Tramadol2 ZFFAIAZAANA 55 A= Ao Folste] AFEIAE YeR) = ulekAd AFA|oth Al
AALEZQ =209 Z @ (norepinephrine) 3} M ZEd(serotonin) o] AFUHO Z ThA] F5E =
AL "ol o] JEEY FFoE At 53 ZAAY|E], o2 vty JAFA O vjs| & F
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Zhgo] Bl A @2 HolojA 7P dE] AMSHE FE A F shteltt. shA L, tramadol®] ARE-EFO
Fo] wet 2o wE F2go] WA AF =3 S & FAlelth. Tramadol®] &3t £z
SoB8E HaAE, AVF, 43 EF, 5%, 7E, T5 2 T8l oI, FUT FRger 5 4
9, 4, AlrEd S350 A A, oA, s34, WA fE7t A der Husa gl
t} (Scheck, 2016). =3 H o= tramadole] B&oz Q% 7HAwa APYE S9 o4k ot

42},

U 318 31 ASHE AL A 53] tramadol AZED AFSE AIE 2302 A
AZEY SF70) 94T 4 gon], A2ed 284] 2802 U tramadol AT SF2E7} g
S AF FEo]A-3(adverse drug reactlon)A Aol 571 4= At} (Kesavand} Sobala, 1999;
Mahlberg 5, 2004; Farajidana 5, 2012; Spoelhof 5, 2017). Tramadol3}e] ZA|2 A5 28k
2A FEA B FHAAY s A28 g FESA AREY AFST JAA (serotonin
reuptake inhibitors; SRIs)$} Wl 2T oA A Al (benzodiazepines; BDZ)S 18 4= Qlt}. Tramadol}
SRIs, BDZZ HR3S A HAgo] ubA) 75 AL kR VHdA o7 E AHo] FA|YE AJAMA =
o} A H=3} Ab3lo|r}.

B R AZEFANBAANA AT TIBAYIHAL ol §3te] SCCS ATE SOz
tramadol 7} THIE W§-0FE (SRIs, BDZ)9| W&ol AZEU 32, 4, A%A @ 12 Wit 2
£ $hgel oA B3kl ok 2 AEtbol Be $A8 LAES BASLA U0 AL 2
o] B B BAEL ofe] g my| BN o FES A A9 okl =X ol AAFow 9
UL BSATE 485D 9 Ay 4ol ) AEAD Y S8 ARG A8 99 593
FS0h & D27} Tk £ R0 AL g3 ek 2l of A7l el s SCCS 2
T gl ohs) ek AW, oFEe) FAg WSS AN A3} 2A% Toks BYL 2T
. ol shte] ool et /12 A S BYE WA £ F A o9l oFEe] FA BEl A 0

£ 2 e &

th ek BYS avfsitt 3Ae AR Zoks B gt wlo| Xt 2 W
fstth 7 72 o2 AR EE AEHE AN AAEEE AL & o]E Adsh] f)%
WS Awitt 43 = AR doHE &83}o] tramadoli SRIs, BDZ] H&

3] =

off
=
Q
=
Q

bye A o] FAj) w2
Jgol sl RAATh vHLoR 5Pl B =8 oo @] thste] wolFn, FF T4
Q7 e A B}

2. Self-controlled case series models

2.1. Self-controlled case series gt
T

SCCS d3: Hro HzZE ¢ zle] Aglof] il v x=E7HE Hzr|te s A5

ol 7 of =2
77kl T wwo #4 ABEE SYAE AP, AL D Blis) ool ALl 43
, 2w AFo] o A tidte] € & on, txs A

Arok= 22 Zid Wl WlaLe]7] wiEel
B A A WS HABE 4+ 9t BRel Ak SCCS 04—?%3'_
A W4 AR 25 BA SYSe PITS TYATS 43
of 2= AgHTA 20039 ALoz WAlel ohd FLeA A8 B
of Mg ol ¥, o F z}%a&ow kg ARe) RAE AT Sol Bhol A8 9Irh (Whitakers}
Ghebremichael-Weldeselassie, 2019).

B ERAE AT oY A B BEAA Behe 42 APV B EO, e

nﬂ'

madol} THIE W -eFE0l SRIst BDZ 5 3h}e) FE-2 2ebs 288 4 3, & Woleks 2
£ (adverse event; AE)o] WSt 15 A tiAFoZ st} Figure 2.12 SCCS #HHe] 7|2 2ax g

ATUGATE 4 5 U FREGI HAg W) A K 4FE HelFm gk
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Figure 2.1. Illustration of self-controlled case series method for individuals with 3 exposures. AE = adverse
event; SRI = serotonin reuptake inhibitor; BDZ = benzodiazepines.

GES B Bt =2FHIYE WE AF 7 (risk period), 1EA] ]

riod) 0.2 23R, SCCS QTN E S BAAToINS) H2kg BAES 121 0oIAS) R R WY
E& v|udE= *Lﬂi‘%ﬂé%(mcidence rate ratio; IRR)S F7% =

2.194 B2} 19] AL tramadold} SRIs T HE9] WL 77t Fof| 228 o] WA T, 3} 2= B
v =& 7)7be] BRG] Astith. #A) 32 BDZS} SRIs 7 &S] W& 7|7+ Foll £&H8o] HA3
o‘r‘a -‘EI—OI]'T‘D]’

SCCS A= AlZtol| wet H3A] o= mEa g (1}o], 9% 5)7 AF522 SA(self-controlled) = ™,
Rol= Sikel Aol BAFE A9 (case only) & ISR B AFeke SAol c. dREe B
Z AT+ SHHA G2 AHEAES FAY vk D] EASA T, SCCS AT+ ojH e &
2 Ao dHS Bt 2 foto] Ha Yo

2.2. One-drug exposure model

SCCS AFE Htge® 3 T/ & 20| HUS of & S/ F48o] Y= B9E &
Aete E3¥Z Madigan 5 (2015)9] A7 EUE At B =FoA AR AZEAAARE7
A ALA ol oFEe AR FAEY WA ofF 7L dig 7|5H] Q7] e dRE et
W A4 (index) & d= YeRA ARESTE olwfl y,0 5 AR AR dWA (i, d)ol s R
g9 Aew, oA5 We ngt B AR ol Aojurt (B Begew 1, 284 go
F 09 Fte 7HATh). SCCS A= &9 FAgo] TAA A g2 Zoks 37 (non-homogeneous
Poisson process) o upe} dAsttiy FPAsth. &, AR AF2 ZpAlRke] 7)E AR A E (baseline
event rate) e% & A3 9131, o= A7kl wheh WA hth EF okBe] Hgo] 1F HAE A
Boll e SWAY ENE A Bekn AR 2, o0 ARkl da) gl thgk Abe] 7
= (event intensity)= T3 o] B B8 1,40 -2 EHAC

-

Nig = ePitPTid

olw A kB HE At TS W (1NN BAHE FAE £AL WS AuB M E
obs HEE HeTh

—Xid \Yid

e A

P(yialwia) = ——%
Yid-
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Yia L yiar|@i, ford#£d,

A71NA @ = (21, - - .,xifi)TO]T;]—,

(i) BAe) FE Bg oR7} o)L o), HAg RARL wgh) ke BET} 2AN SPL VEF
o}.

Yid L @iqr|xia, for d # d.

WEse Eold BYolN FREAZS (WA Algo] AA| B

$9) 7H4E
AA FOZ ny = >, yia® VERE 5= 913, oJulf n= ohe3 22 2ok

Asl 7

Ti

n;|x; ~ Poisson Nig = Zeﬁxm) ,
d=1
J7|oA 1 iWR) Algho] BRAE L 2717k R oluf BASe] A7 =g ol 7Aoo whet
A2 2% 7= e o3t Zol yERd £ 9l

eBrid Yid
oIl (5 ) ™

i=1d=1

3. Multi-drug exposures model

2280l M ko] ohEwt shibe] Rabgo] i3t RS TsAR, Ao BAEL oje) s
SFES BAlo] BgIE 97} B wRe] o FellMs olE sle] kel Az LGl thet mrE
Hel7] 98 BYe TR pAlel AR e oko] ATk /AT, 7 oFEe) AMg oJRE 5y
et 2, i) ARk AR G (i, d)ol AR oFEe AgFe™ 1, 197 ko 09 e A3
oh s okEe] AR SAE) Uig SUH BIE oFeha ohd, i ARRe] duA we] Alze)

et 0hew 2ol BAT 4 AUtk
Nig = ePitB ®ia _ e¢i+ﬁlzid1+"'+ﬁpzidp’
ANANA @ia = (Tiar, -, Tiap)”, B = (Br, ..., Bp)" ©ITh. hte] k2] AL n 7t 6,9 F
E5AFe)7] whZol NAEA A (person-specific) &5 ZAFE dh= A AbEe] 24 THes
Pt et 2ol ekl & gtk
’
Ti ﬁ,m'd Yid Ti1
L§ = P(y;|ni X-)ocH (61) where X; =
i = Az i 7 B i =
d=1 Zd/ el ®iar ’
xi'r,i

MY Bl halA 2 okES BEF UES shel 1Fow RojA EAVTW, A IRE
KNl Az Oe okg B89 282 /AT A ARE 5 Ak ol inA DA kAR (k =
1., Ki) obE B 23] 8 o BAeke A9 5 (ya) 2 T 2] e EHE A7) Dol () B
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ejste] AR JPSE B4E TheT 2ol WA AT 4 Tk

N K; Bz, Yik
=[] e (2.1)
> pY Ligr P ®ins ' '

i=1 k=1
dWtA o 2 K7} 7189 nEoh R ¢ 7] wlige] ojd FEj Jhek dee o REXOE o8
& 9ok,

219 multi-drug exposures J_‘é% OFR O] AFT A3 A 7te]] whel Wt TSRS T Ests BP0
Z2 8338 4+ 9 =, olgd o= A5 2E (two-way drug interactions)d} A]7ke]| W2 F ko] WE
2B ZUSE G (1.)0) DI A7) e hes 2ol Bl B,

g = ePitB miat “Yrslidrzmﬁa'zm’

k

AZ1NA yrs® rHA 2T sHA G2 APl o] FEAEE UEY, o' = 3T HEld tiet
A4E vehdoh

3. HIOIX[CH =2

AW dlolele Bold ol ggush Arveles sl 2Aslor ¢ BN A4} Be T
2 HlolEeltt. dwtAow uatY HlolHE iZﬂ maximum likelihood estimation (MLE) %}H
£ o] &3l BAE AF9, A g (overfitting) FAo] T 4271 At} (Cawley2} Talbot, 2010).

wrebA], 2 %‘_‘——Ev-oﬂfﬂﬁ A AF A4S A 237 A3 oAt HEHE AR gt WA tra-
madol3} T = W 9FE-<Ql SRIs, BDZo| th3dto] Z+z: one-drug exposure modelo] Z-&3}o] oFE9]
Hzhg 2y E»]*— —,—7§ Stk 28] tramadol® SRIs7} -85 1S i, tramadoly} BDZ7} &
92 wjo] 3= 1837] Yl 22 multi-drug exposures modelo]] Z-23lo] k=0 3} W oFE
A5 2g BE FASATH

L)

3.1. APAR2EO| e

oA AFst AT ZAIE A7 Al B4 FHXE 022 SAA7] oH7HA] AAEE
% A7+ AFAEEZ(normal prior) 8} gF& ek AFAES (Laplace prior) + 7FAE 223t} (Madigan

() A7 ARRE: 7 Bio] SYAY A7 ANLEES APFORA FHNE 002 F2ATh
ou) AFEEY FFE SR A W 5 oS (ridge Poisson) 2ABY FR A9}

(i) eHEets AR AR Fa £4A9] 3 BE0] 092 Sax 77 sig= s dyuss
2 2y oA EFHoz Adg Aolth. ojuje] A3e Lasso ok HFR Y] Ao} A
& A5 ol 3 BEeka AR EEE 023 2ok
185 — m4

p(ﬁj)ocexp <7]b7)5 j:17"'ap7
J

p(7) o exp (—%) ,
Y

q71901A pst b= 47k 914 (location) 9} A & (scale) ol thdh B4=o|Th.
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ﬁi
il

B ERAL T e AREEE RYo] 27 AEse] 1 A0S wasch, ojn w5 9t ol

et ZALEEE (joint posterior distribution)= 2] (2.1)2] 7% g8 F 71X AFAEEZE 2

gh3to] 74z Alsksit). o] & wigeZ ZF Bof Yt 2 AR ARS (conditional posterior distribu-
Ft

tion) & AAFSF & Markov chain Monte Carlo (MCMC) WS ARR-3lo] B0 225 3}

N

Il

Mo
Fel

3.2. Markov chain Monte Carlo
317014 AE 2AR AFLEE 54 £xe] FEIE AN 9A 9] wlge] BEAL MCMC
dyelEel g2 MZ2(Gibbs sampler) WHHS AR =71 gith. wlebA] B =RoAEs AlZEEe

MCMC ¥l fEZ Zg A"

Lo

B4 Fejol 8% 5 Qe Hrh gRkAd (Metropolis-
Hastings; M-H) &18]&<S ﬂ*g“b']'aq sith. 53] chain®] $HS WA A8 24tz HERES
2] (adaptive Metropolis) €318]& (Haario 5, 2005)= ARE3IATE &, ZF DAl AZES] 4

]

pa?

2 (empirical) B4t} Z2AAGTE ARR3Fo] A|QHEE (proposal distribution) 9] B4 23T o
2 5o, t +1 AF9 B4 DS uolesly] AaiA AHREQ] AFRENA T

%Y (candidate value) 8*& FZ&3}o] A&t}

* O N (5@)7‘/@)) ,
V<0)7 if ¢ < to,
v® —

sVar (,8(0), o ,B(tfl)) +se, ift > to,
A7 VO ma go tidt AQHREZ e 7] BAgro) T, e Bilo] (0] = 2L "] 93 o=
Zre A gk UeRdt) ouf] s TR kel A8 B]& (acceptance rate) S RAMNFE A AT EA
d-2Hel thsl 2.4/vde) ghol A oletn FeA ATk (Gelman 5, 2014). 3 259] of2] ThFdt
e x7|1zke g AANA MCMCE 433 S0 trace plotl]— Gelman¥} Rubin® Potential Scale

Reduction Factor, R& AF&3te] due|Zo] 43 oJRE 3oldlr). wo|x| 9t Told o) 7|w3t
MCMCE 233517 Y&l R (ver. 3.6.1) Z21HWE /\}%'6}9&13}.

4.1. AIZ22| EHAH

AR ZH A 7N AFshe 20160 1AM o] EJAl (HIRA-APS)& o] §3te] SCCS A+E
e g #AS At nEEA o HAL S FFAREHAAE I8dd Ve 1d 992 &
2 328 AT Fu) 654 o4 TRBA o 2000 AFEE 1009 AES BAE T
Ak &2 =FolAE 20169 195E 129714 tlo|ElE Figure 4.10] 1}e} e Aoz AR A

NS FE5te] Byl Hgstity. F2-8 28 (event history)o] §l 3?_]' = Alelstr] A3
193} 290f FArgo] g Ho| gl ke ‘?“L—T"W"]'Z}Oﬂfﬂ ALk, = 712k ks 5§
3k Aol Qv B2} JA] AP dAtel A AL ettt B A7t ] °Mq%o—-—ae s AHEE = tra-
madoldl] &3 Ao]7] wiol & Xk FAF GA] AL 75]—%1\3]— AEZAH0F tramadolE A ¥k A7
A 4,847, SRIsE A B AT/ A= 1,067, BDZE A7 vk Ao dAl= 3,2239
olt}. Figure 4.2 AFNAFA o st Hlt}o] 13 © 2 | tramadolS SFFEtE A ¥ 2} &, SRIsE
SHREHE A2 2= 3499, BDZE SHRete AP A= 1,182 2.2, tramadol¥} SRIs®] W8
T}, tramadol™} BDZ9] ®-§o] 43| wo] st IS & 5 Qi

rlr

rSL'
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38~12 eventZ| LTt HO| Q= At

N=25555%
el 1,2 event?} 25t HO| Ql= Xt
——————— + (event historyZ7} 1= X

N=7543%H

38~128 event’} LT HO| A=A S
event history7} Sl= A}

N=18012%&
A 2l e FITh=kxt

"""" N=690%
38~128 event/} HAUSH HO| U= At T
event history7} 8110 2 FICHAF2 M Qi = X}
N=17322%
I~ NS 380 HE 3g~128 HE
Tramadol X &2 X} SRIs XM Y2 Benzodiazepine X 222 Xt
N=4847H N=1067%F N=3223%

Figure 4.1. Flow diagram of patient selection.

Tramadol BDZ
N=4847 N=3223
2041

Figure 4.2. Venn diagram of patients taking tramadol, SRIs, and BDZ. SRI = serotonin reuptake inhibitor; BDZ

= benzodiazepines.

o

ATFONA AHEE AL okze] Bgol g Rahgor thex} 22 Al o3 Y, S
©% Ao sty FlI(FARAA Aol 27 34 % 3
* b3

al
5 (epilepsy), A1F-A (renal failure), Y/ (fall), 113

HLA ¢l EA L Table 4.104 &<¢1& 4= glt}. tramadol, SRIs, BDZ A| ot 2%

d, of 2 Aol glth AT & FE B 7Ze o= AE Aol7t A%t &
tramadol, BDZ, SRIs <22 7§18 & & 58 7|7ke] 24 yehbe=d], o& tramadol 2t} &4
A7 oJekE o AMgE = BDZ7F 7] B89 Aol 31, F9EAE AHEE = SRIsw 27 B8

Aol o 2 54 NIt Yk

| oft
o
=
D]
[\
=
N,
o
i
i—‘%
o
fu
W,
Mo
i
o
=

E 2 X ofo o
o,

e

o
i=]
ﬁo‘:)az]_\f

10 o
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Table 4.1. Characteristics of patients taking tramadol, SRIs, and BDZ

Tramadol SRIs BDZ
(N = 4,847) (N =1,067) (N = 3,223)
Sex Male 1,809 (37.3%) 366 (34.3%) 1,214 (37.7%)
Female 3,038 (62.7%) 701 (65.7%) 2,009 (62.3%)
Min 65 65 65
Q1 72 73 73
Age(years) Median 78 7 78
Q3 83 82 83
Max 100 96 100
Min 1 2 1
Total exposure period Qt . 4 24 8
(days per patient) Median 11 59 22
Q3 33 129.5 67
Max 304 300 305

SRI = serotonin reuptake inhibitor; BDZ = benzodiazepines.

4.2. H|0|X[Qt Z0oIE 23

41804 Z2AA AFWAAS] Ho]E|E one-drug exposure 2 & ¥ multi-drug exposures =3 o]
A2 Agstdh WOl At HIEHLeR 457 Al 31804 2T BFEEe) ek iR
S AHE2EAN 47 aEsidth ol ZF AleEe] WA FARZAJA AREEES 767 9380
N(0,100)91 FE22} Laplace(u = 0, b = 5)Q HEZYAEEZE ARG 2 EX] 5

B b = 5% FAkgre] 5008 FARA AT ERHA /\F%M of g23] Atk Adsilct. B
FAPHoRE 3.28 A AAE Bz HERZZe~ eSS AREEIIET], 50,000 FHEA]

3} 25,000 2] Al A (burn-in)E 53] ¥ TES vlge —%7554 AArstE T ZF 2459 trace
plot¥} Gelman¥} Rubin®] R& ARR8le] 2 X9 $80]BE Felatgitt.

MCMC ¢18]&S 53 229 2 240 FRZHEY] trace plot 91 AT 5o 2 ZA71 9SS
Ho]F 9T, Gelmany} Rubin®] R 3t 9A] ‘ﬂ-%—,—(lteramon)ﬂ— Z7V3ho) wet 19 717k ol =3
3L A7) Wil EE B4EY s & BAV ¢S AT 5 ATy =3, A AR Ee)
g2t AR 2] A7) 3A] Aol 7t bR ¢Fghy] wiEel] B BE-2 AP Ex 3 A uzskA| otk
E ZES UE £ At uetA B4 A2 HF ARz F¢ sttt
Tramadol, SRIs, BDZ A =2 27 5 HZ Oi B 235} one-drug exposure 232 ZAi}o] wp=H,
tramadolel] 3t 8 FAHZL 0.84F tramadolS 283 7|7toAe] HZAL MAHEL BQ3x] g
717¢ol A o] Bz WA R T oF 2.31(= exp(0. 84)) Wl o =4 gt} (CL = (2.14,2.51)). SRIs%}
BDZol| thsiA = 242k 1.634), 1.84u]2 <7k o] 2|9 o] 73] 493t =9 Eﬂr~ Koot
Table 4.200 4= multi-drug exposures 2389 Z3Z# tramadoly} tH = W8 9FE<l SRIs, BDZ2]
FA ARl mhe B e A Age g aE HoFa TramadolLE g0z &
£38t 717 A Y] RAL HAEL ofF AL B8] k2 7oA B BAAEHT ¢F 2.460) =
i, SRIstHS ©=502 H&3 7|oAY Ra8 D5 184 k2 4o 28 dAYEHT} o
197uﬂ =7 Yelgth. Tramadol® SRIs & ¢FE2 183 ZYP0AY A= shte] FEvk ue3lh
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Table 4.2. Multi-drug exposures model results: posterior means and 95% credible intervals of event rate

Parameter Posterior mean 95% credible interval
tramadol 2.46 (2.26, 2.67)
Tramadol + SRIs model SRIs 1.97 (1.73, 2.28)
Interaction 4.85 (3.17, 7.14)
tramadol 2.58 (2.38, 2.81)
Tramadol + BDZ model BDZ 2.16 (1.97, 2.39)
Interaction 4.95 (3.93, 6.33)

SRI = serotonin reuptake inhibitor; BDZ = benzodiazepines.

Ao AR} R £ FAHGS Holw e A
%]

3 o] S ggolg 4= 9lt}. T3l tramadold} SRIsQ]
TR A= 4858 tramadol»} SRIsE W43 28
&

Ll

28 #1982 tramadol T 58 Al9] F
HARETE oF 9.6ul (= 4.85 x 1.97) T w7 UeRdth E3 SRIs ©5 58 A9 fldETE of
(= 4.85 x 2.46) T =4 JEFHA tramadols} SRIsS HEE 3¢ 28 9L ¢S Z78itt
ZEa

T oo thlE ¥8%EQd BDZ A Hd ZAE HojFa vk 235]8 aite] A7]olA
SRIsHth © 24 yeta gleS & 4 9tk o€ E°|, tramadol¥}t BDZE W& ¢ #7

o g 2 ox fo

rlr

Z}7)-t) 2 A} (self-controlled case series; SCCS) AT+ vy 2o AgH M2 g A7
iezA A2 2wt ok A9 o) Mg S 97 Wl dazel ARo] AfEL 1o
wel 549 Dol 2 5 9t FAE A7 ok o7 SCCS A7 ez Hzo) Ageol
FZo] 2715t Y= uhebd JEA|Q tramadolo] AL FAHAA o okZ<] SRIsvt BDZ9} 5
Aol A GS W) o BTG-S AosEAE RAS ST 24 A5 tramadolsh SRIs Aol
£ OB 3 Eo] A3, tramadols} BDZ Afolol|E G4 oFE AT G| EAFL HAT & 9)
2ot Tramadold} SRIs, BDZE W4T A% A5, ARA, P, 13d 24 59 728 9170l
A FFEE & 5 AJTh =3 BA IO E ARESE W o] x| ¢H z?i—'nj— Zolg BN APHER
12522 ags7] Sl 7HEe F 7HA AR o ARRE (B4 AREE, BEeke /\}@—EE)% =
o] AFollA & Aol & HoAFA] FSirt. 01315} E“ A3E &3l W3 TS A= 7
B9l =] 9A tramadold % HEFEES WEHA Hol £48 Sl S 5
17 A A9 B2 o Ws WHT"“ “1%"] FEAg ol Yt FEE WEl £
s ARES GA = S
Pl At 228004 ATV F 44 JRAA 28E AT 9
22 RAgEe] WAL A2 Bt (i) WAl o HE o
o) mlee] ok B-gol S mHA etk BAHeT Ragol
ol WEAO R WAKE BAS) ALE £ A7) BhEo] RAEE Aolel = 2
T 7 U EE GAS A4S WO AT FEe BET £ ol Bol7] Bl
F ARe S} ATk oleld B S HASY] N3] BAEE Aols] QABAS TelT SCCS
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