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Trimethoprim sulfamethoxazole (ST) #E## (Ro 06-2580) d, # Y =MiKicxt+ 56
ERMERMIC DTN L 2o MBTL 72 39 BITEEERRIR X, vV =Bk Lt MERHDOO W
10z 8T 100%, FLHF 11 HF 9P (81.8%) T, EHLEWXEIZ90.5%TH - Iz,
27, AVFHIERINEREBI ZLDOTE84TIE, 284 ) =RHADHNER
aEht, BEMICBL Tk, LUK 36 AIRRIFERABRBERL 72012 19.4% (7/36)
T, EDERBbORBARELOMHBERTH o7, £, BEANEMERYREAER
44.4% (16/36) T, E b DX GOT -GPT O LR TH 1o ULOEROS, H Y =Bk
s 3 ST EHANL, BERESERTAIZEICED, ZOBKNEREOR L HRER S

hiz,
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L, W, BREOENSBBICR>TEL, BoXKE
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PHEALLLBEOMMAIC X 5 trimethoprim  sul-
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Dapson®, 566 C 80" ix ¥ OF HtE, 4V =R EHEED
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DHERINTETVS, ¥, BFECBLTYE /270
—F Abutk R 'Y ®, polymerase chain reac-
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272 bBHY, A MRS —MERE LR O AT
TELI LR BhoT, ZD®, HEELLTEITXN
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REbh, BBV EMORBHBEBONIE
EERRE L, i, 15, AEIMbRVLS,
VoRHSBEETERL>IBEDAH Y =ik DK
HAZFAMELTUTOEBD L LT,
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L) rlgn, &5z, OWXXHET, VEANRD
MM EREEDL2VRT Y VAR F+ VRET, U
FAMORRBOMRESRD D, &5, @RIRIMY A
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WRHLEHE S % 80% LA FICE T L, BB AR DERR
EDOEMHEAL, &6, OMBEEMA OIEMHSE
V.

LRELTEROWTALICEY T 2 BEINg» OB



VOL.'41 NO. 2

ST injection for Pneumocyslis carinii pneumonia

229

Sl

(1) &V =R BREER OB R FE S,

(2) ZRBRMMEETIC pentamidine 238 5 & hiE R
PREFELODDHLABE,

(3) ST % =13, co-trimoxazole ¥#|licxtL T 7
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2RE, ‘

(5) ®oft, ERTHBTFEMY & Wb R,
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RBREFMIZ, 1 770 (5ml) &, trimetho-
prim 80 mg, sulfamethxazole 400 mg ¥ &H ¥+ 3 &
EMEENAT, BXovamiottani, #5%
i3, W ¥ HE IE % 3 i3 trimethoprim & L T 15~20
mg/kg/day % 3~4 BliC 3L 5 L 7o, WHLHE R
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BROEZ V7 F=EHN3.0mg/dIAE) 2B 3
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Table 1. Items and schedule of laboratory tests

Items

Before
administration

Days after administration

3 days l 7 days l 14 days

21 days
(termination)

Clinical symptoms

every day, if possible

Pa0,, PaCO,, AaDO,

every day, if possible

Blood analysis

RBC

Hb

Ht

WBC

Leukogram
Thrombocyte
Prothrombin time

Blood sediment (1 hour)

Blood biochemistry test

GOT

GPT

Al-P

LDH

»GTP
Total-Bilirubin
BUN
Serum-Creatinine
Creatinine clearance
Glucose

Serum Electrocyte (Na, K, Cl, Ca)

Immunoassay

y-Globlin

Immunogloblin

CRP

Cold agglutination

Direct antigloblin test

Mycoplasma antibody (CF, IHA)
Cytomegalovirus antibody (CF, IHA)

oNoNeNeN N N NN I N N N N N N N N N BN N N N N N N N NN J

O00000 000000000 OCOCG I OGONOGIOGINOGNOGNOGOS

Urinalysis (Protein, Glucose, Urobilinogen,
Sediment)

® (OO0 C 000 00000000 00OCG OGOGCOGEOGOEOSGSIOGOPOOGS O

Chest X-ray

O [ ] o

Examination of pathogens

every other day, if possible

@: indispensable O: should be performed as possible

WIFE,

(4) fEzh: iR, REME bHBEBZ VL, BlLL

1385,
6) FHETHE
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AThy, HMERLED 5 BRETHEL .
II. B B R &

1. EFIOAR

BHREEFAIRIOPTH o o, EFRDOANIR% Table
2R, BRKRHRMMEFTREES 21 61, BER L
EETHEATRERER 36 B, B AMTFERIGERES) 25 BITH
ofe FNTHORNAEHICDOWT S Table2 iZRL
Tzo

2. H¥RETF

BRI SRARTS &R 21 BlOWRE T % Table 32w
Lice 21 R U =i OEZNT DD W 1 f22 10
Bl ORABPCREI LD, 1fIMN Yooy P RER
VAV =FREHER), YV -REORERTER
Do LBEERTR L 0 4 ) ORI EEE
FINNFTH Iz, EREBRICOVLTIR, BBMHL
84, MBHERBTH, =4 Xn3IH, £ 3H
(SFRRER 14 B BB 48, systemic lupus erythematosus,
REM) Thol,

3. B#E5H&

BRI RFMmN R 2L PORSAHIX, 7THLAS
# (23.8%), 8~14 H11 81 (52.4%), 15~21 H 2
Bl (9.5%), 22HLAE3H (14.3%) THH, &E
248, BRI 26 HETH -7,

HEOMet22l B @A B, 228, 248, 26
Breanh®hlflI3oTholdt, BERLED S
hitfe D EREQHIMTERL .

4. ERBRZHR

EEPRRHSR X HIETHER D 18 B £k < 21 I THRIG &
h, TREICLIHMRUEORRIE, 246, B
156, e2*BAM1IH, EH1ATHEHEIL0.5%
(19/21) T#H -7z (Table 4),

1) BEf - REARIEREYR

Y =FAMEF TR I0FLHABTMULTHD,
BRAICBWT L 81.8% (9/11) OBEHETH-I:
(Table 4),

2) HEREBBIEKRR

BV =R FEES, RLHIEEH U - ERKBTIEE
KR T, BBHE8H, =1 X3HTL2BABU
L, MBEBT7HR6ABHEUALTH 7. £FD
hOKBIFDS b 2 PBEMULTH >z (Table
4),

3) S EFIEKRZR

1 H#5 &3 trimethoprim & L T 2.9~22.7 mg/
kg/day iz 3 # L 7= (Table 5), 15~<20 mg/kg/
day 508 fizeMBEMULETDH > 2, 10~<15
mg/kg/day &5 4 B0 5 b 2 PIERELE, 21

Table 2, Case distribution

Total cases 39
X Clinical
Evaluation of . Safety Usefulness
efficacy
Inclusion 21 36 25
Early termination
Died 3 3 3
PCR® negative 3 3
Side effect 1
Ineligible disease
- Bacterial pneumonia 3 2
% Pulmonary aspergillosis 1 1
':'; Fungal infection 1 1
= Cytomegalovirus infection 1 1
Bacterial +fungal pneumonia 1 1
Denied Pneumocystis carinii Pneumonia by autopsy 1
Severe underlying disease 2 2
Combination with inhaled pentamidine isothionate 1
18 3 14

®* Polymerase chain reaction
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Table 3, Background of patients for clinical efficacy

Items No. of cases
Total patients 21
e s carinii i Defined 10
eumocystis carinii pneumonia Suspected 1
Male 12
Sex Female 9
10 months 1
22-29 5
30-39 2
Age (years) 40—49 6
50—59 6
65 1
Mean +SD 40.7+£15.8
Renal transplantation 8
Underlying di Hematologic malignancy 7
nderlying disease Acquired immunodeficiency syndrome 3
Others* 3
Mild 1
Severity of Pneumocystis carinii pneumonia Moderate 5
Serious 15
<37 3
37~<38 8
T ture (C
emperature (C) W~ <3 7
239 3
=100 2
70—99.9 7
Pa0, (mmHg)
: £ 40-69.9 n
not-tested 1
Progressive 9
Intermediate 3
Chest X-ray Initial 5
Normal 2
Not-done 2

* Eosinophilic gastroenteritis, Systemic lupus erythematosus, Carcinoma of the esophagus

PREYMUT TH - 7228, RXBEHUTO2HZT BHRER L L, HBRECEELIHEL L HRE

NYBRIETFRE CHo 72, TERpo 16, BIUHKREED ST EOXRE
%72, 2.9~<10mg/kg/day B ED5HizVFh Bch)=FAEERHEL, ERTED-DEHACE
bEMEEETHY 2BEMULTH ST, BLULERATCEERICH Y —RaRHETE ok
4) AV =R %R 181%B 7z 8 fleflT ST EHFREG®RICH V=K

HY=FREEFA 0 OLTAH Y =Fhicnd HEWERL, ¥, ) =FhiHkETeELLH
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Table 4. Clinical efficacy classified by underlying disease
No. of Efficac
Underlying disease o0 Excellent  Good Fair Poor y
cases rate (%)
Renal transplantation 3 1 2 100
2 Hematologic malignancy 3 1 2 100
% Acquired immunodeficiency syndrome 3 1 2 100
§ Systemic lupus erythematosus 1 1
Subtotal 10 3 7 100
2 Renal transplantation 5 5 100
© | Hematologic malignancy 4 3 1 75.0
g Others* 2 1 1 50.0
a Subtotal 11 1 8 1 1 81.8
Total 21 4 15 1 1 90.5

* Eosinophilic gastroenteritis, Carcinoma of the esophagus

Table 5. Clinical efficacy classified by daily dose

Daily dose* (mg/kg) No. of cases | Excellent+Good Efficacy rate (%)
2.9— 9.9 5 5 100
10.0—14.9 4 2 50.0
15.0—19.9 8 8 100
20.0—-22.7 2 2
Dose changed® 2 2

®* Based on the dose of trimethoprim

® 16.8—13.5—5.1 mg/kg/day, 16.7—12.5—4.2—+8.4 mg/kg/day

Table 6. Pneumocystis carinii (PC) shedding

Underlying disease No. of cases Eradication of PC. (days)
Renal Transplantation 2 3, 8
Hematologic malignancy 3 4, 7, 9
Acquired immunodeficiency syndrome 3 7, 7, 38

iz, =4 XD 1BEKBL 2B 9 BERICHEL
(Table 6),

5 BELLE
EREBRNEHE LK % Table 7 iIo/R L 1o BIFEA
LU EEBEIR & - THE X W IERIE TSRS
36 B 1981 (52.8%) ThHo 7,

BIfER (b L< BEKRREMRY) Obo71176
g, BIfERIIC bbb & TRERE SR TDH - 16
BT, BHEADODcREhIEE B> Fiz3

BITH- 7, ZORAEE, AMBREE 16, THEE
#1461, B - fvMRED - & Na-Cl #§%4
18TH-ote,

(1) BIfER (BEEEER)

KRG L B LFEZ SNIBIERIC DWW T Table
BT, BEeMHFHEARAAHD > b, 76
(19.4%) wEIERLZED si-83, BIfEROESE L,
B, BH2EOMLBERSET, BERIEELZS
DXz <, BIEMIIC & D &ESdE & & 5 IFERNIZTRE
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Table 7, Safety classified by underlying disease

Underlying di No. of No side effect Continueable Early termination Severe or fatal side
nderlying disease cases despite side effects| because of side effects effects

Renal transplantation 15 8 6 1 Leukocytopenia

Hematologic malignancy | 14 8 5 1 Involuntary movement

Acquired immuno- 3 2 1 Leukocytopenia

deficiency syndrome Thrombocytopenia

Others* 4 3 1 Serum Na, Cl}

Total (%) 36 19 (52.8) 14 (38.9) 3 (8.3) 0

* Eosinophilic gastroenteritis, Systemic Lupus Erythematosus, Carcinoma of the esophagus, Heart failure

Table 8, Side effects

No. of Days after administration Severity
Side effect

events 0 1 2 3 4 5 mild moderate  serious
Nausea 3 1¢ 1 1 2 1
Vomiting 2 1 1 1 1
Anorexia 1 1 1
Phlebitis 2 1 1 2
Rash 1 1° 1
Involuntary movement 1 1 1

Total 10 2 1 4 3 4 6

No. of cases 7/36 2 1 2 2 2 5
(appearance rate %) (19.4) (5.6) (2.8) (5.6) (5.6)| (5.6) (13.9)

® Nausea occured before administration of Ro06-2580 and continued during therapy in this case.
® Although the patient had rash already before therapy, rash was worsened during therapy.

Table 9, Side effects classified by the daily doses

Daily dose® (mg/kg) No. of cases Side effects Appearance rate (%)
1.8— 9.9 11 3 27.3
10.0—14.9 8 0
15.0—19.9 11 3 27.3
20.0—22.7 2 1
Dose changed® 4 0

¢ Based on the dose of trimethoprim
®16.8—13.5—5.1, 10.9—6.1, 16.7—12.5—4.2—8.4, 3.6—1.8 mg/kg/day

BEEBO 1M TH >z, ORI, imipenem/cilas-
tatin 3ERAE L L THREENTE D, ZOEFOE
BHBRATER VD, ST EHA L OBEEM >V T
b<BERHZH YL LD LHEINIDERTH
%, ST SRS BWEAORERHIZHRSE 5 B

BTuesmll, £, #5RLBIEAOBFRIZD
T Table9 wRT 2!, SEOKRN TR
(5% (R 2EoW il

(2) BAREBERY

HHIB G D BRREMRYE % Table 10 277,
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BT IR 36 Gk 16 B (44.4%) B
sh, ¥2b0iRRamRES 44 (11.1%), GOT
ER4H (11.1%), GPT L £58] (13.9%), y-
GTP LR 4B/29 8 (13.8%) B E¥TH-ot, D
5 b RKREMRR O s RS 2k L fliz
26 (BRI D 15, BBk /MK ¥ Na-
ClEYD 14 THot, sticHEHBkick D 150
DA REMEML 72,

6) HAM

Table 10. Abnormal laboratory findings

No. of
Items . No. of events
patients evaluated
WBC| 36 4 (11.1)
Platelets { 35 2 (5.7
GOT? 36 4 (11.1)
GPTt 36 5 (13.9)
Al-P 1 34 3 (8.8
LDH 1 34 3 (8.8
yGTP1t 29 4 (13.8)
Total-Bil 32 1 (3.1
BUN1 36 1(2.8)
Blood sugar t 21 2 ( 9.5.)
Serum Na | 36 2 (5.6)
Serum K 1 36 1(2.8)
Serum C1! 35 2 (5.7
No. of cases 36 16 (44.4)

AF|OBEHAY% Table 11 iKRT, TRECLLH
AR PITHdh, 2bOTHRA3IHF, HA 16
B, BRI, BRETzVSHITHERE (AU
L) X198 (76.0%) THot, » ) =HARER
EREARERECAITAS L, 2 ) =RHES
AR>SV TIRLABAULTERAEI0%TH -
oo BBHICOWTIREREIZ60.0%TH- 7z, %
REBANCHITAB L, =4 XD 3FIzLFHERLU
Lk, WBMI272.7% (8/11) BEHRH, MBEMRIZS8
Bl 6 FInERLE, i 3 Fld 2 FnEANULE
Thot,

III. % =®

ST EH# (Ro 06-2580) X, RKICBWTIRTT
ZhY) =R OEMEL LTHASATWAERATH
2h, SEOMKIARICLIY, FHIBLTHHV =
g xtd 24ME L L TOERAtLSEE SN,

SEIOBKBROK & 2%, »V =MLOLYE
iZ PCR 2Elh Ah, BELWSEBBH BN
BEEZRHWTHYY) ZROBELHELERD, BER
BROBEHEDC LD, »)=MROBEELH
12, MLORBRE L Rk RERMEYERET B I L
IVREET 3, L, EROMREEIREBEICH
Brpy, BERREL LIBE, BRI TOR
BZ2M 3T TH o, ZOTDBEEZHO DI
X, FRALE22T2BFENLTH, FEMMERP
AEXERELZ L2 TbRThiIkokhbot, Zh
S>DORBWEORWRELSTULELIBS, BESHLSL
ShAEEEF LREER 294 AT OTAL LA

Table 11. Usefulness classified by underlying disease

Ver Slightl Usefulness
Underlying disease No. of cases y Useful enty Useless
useful useful rate (%)
g Renal transplantation 3 1 2 100
@ | Hematologic malignancy 3 1 2 100
-§ Acquired immunodeficiency syndrome 3 3 100
§ Systemic lupus erythematosus 1 1
Subtotal 10 2 8 100
g Renal transplantation 5 3 62.5
_§ Hematologic malignancy 3 1 1 60.0
g Others® 1 1 50.0
3 Subtotal 15 1 8 1 5 60.0
Total 25 3 16 1 5 76.0

* Eosinophilic gastroenteritis, Carcinoma of the esophagus .
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HONWEM AL LT HRMEFITLTH ) = b
HKUMETbRINEROLVI EO DR
Teo SO I URREOLLTHKMREITI 2 LI,
BonMENEbO TAREMICE>TL R ERY
BE» o e, SEKBERIC B 5MEBKHOD VI
pliz10fTHorett, 3HIBIRPCRIZLZ b D
THole ThOMEBERKMBOVLIERIZBL T,
ST HEHFIC L 2EYNEHN 100 TH- 2 & i3RI
TREZETHD, LLrbIDdL8HITBNTIR,
Bl EiE> ki & DEgEs (1611 transbronchial
lung biopsy) 2254V = HERMHEL I LDV
TORETHILHNTER, Thi3EROH Y =ik
OHBEBBTCRARETH > L THEY, 256
i, SEIOMKSREBTES21IF TOEE I
90.5% &, pentamidine T @ i K R BR'YD B 2 ¥
40.7% (11/27) 2K & L[> Twizd, Zihi,
SEOBEKRBRICBWTIZ, PCREMD-DH Y =
B DETREME 2R L, T ORE EHNRBEL SN
TE&ERHTHY, 2L 5 pentamidine DK AR
B 2AMEDL, RN TREENEZSIAT
WEDIZEL BV TETORLDTH S5, BE,
BREATOMMETCHID2HADOENFEIZIZZFAETH

D, HiZ70~80%ICERE SN TV B>, SEDE
KEABROBEEIZ, BKOBRIELHDIZZ>TW
%, SEDEKRRICBVTSTERFIC L bR O
HERS L VEXRREBEREOLEAEZ, Th¥fh
19.4%, 44.4% L EEZ b D3> T BHEAEE
Thol, B, =4 XBEFXNT S ST GHOKRS
BEEZEIEA (Toxic Epidermal Necrolysis) %
BRESNTEVEEEET S, Lorl, =M XBE
LI ) =ROBE, BESHE A DHER
FuA4 FRAEVRIOBRAICEY 20X 5 REBIFAS
BRENDZTH?), BRREBREO» TR, B
FHIMEICHESE 2 Y 0iZ0ic, 1§ Na - {& Cl MfEH A
S5h, BENEL» >, Ihid, ST BHAIRER
CHERDS%7F BB ELBL TSI L EBEL T
WhEHES N, SHREROBEEOREICI>VTO
WEVBEEND,

RE, FFCBOTHY =R T BEBEELT
ZalE N Tv> 5 3EH i3 pentamidine DA TH 3, F
W, SETREHY ZHROBERSZTNIZES b
S lle®i, OO0 ST &AL pentamidine T Xt it
TETWIY, 2 HRERET 2 BEOHRII,
BiE®REE, =4 XBE, MERENEEZYWThY
HETHD, pentamidine 721 TREIVER (BIMFE,
HEE, mEERYE, BFHHE) 2roktoxicTE

ROEROMINT 5 LHEEEND, CORDPLY,

STHHFOAEELHETEL I LOEKIIKS

Vo SREADIEBDEFMCEAINDEILZLD

ST EHFIOH Ak, XLtk pentamidine & DfffL>
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Evaluation of the clinical efficacy and safety of Ro 06-2580 in the treatment of Pneumocystis carinii
pneumonia (PCP) was carried out in a total of 39 cases. The efficacy rate was 100% in 10 cases in
which the definitive diagnosis was made, and 81.8% in 11 cases in which PCP was suspected
clinically. Therefore, the total efficacy rate was 90.5% (19/21). In a total of 8 cases in which P
carinii shedding could be monitored, the organism was eradicated in all cases. Side effects, mostly
G-I symptoms, were noted in 19.4% (7/36). Abnormal laboratory findings, such as elevated levels
of GOT and/or GPT, were detected in 44.4% (16/36), although they were not marked. This study
suggests that use of Ro 06-2580 for PCP is very effective, though side effects should be monitored
closely.



