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Bicillin® L-A
(penicillin G benzathine injectable suspension)
Disposable Syringe

For deep IM injection only.

WARNING: NOT FOR INTRAVENOUS USE. DO NOT INJECT INTRAVENOUSLY
OR ADMIX WITH OTHER INTRAVENOUS SOLUTIONS. THERE HAVE BEEN
REPORTS OF INADVERTENT INTRAVENOUS ADMINISTRATION OF
PENICILLIN G BENZATHINE WHICH HAS BEEN ASSOCIATED WITH
CARDIORESPIRATORY ARREST AND DEATH. Prior to administration of this drug,
carefully read the WARNINGS, ADVERSE REACTIONS, and DOSAGE AND
ADMINISTRATION sections of the labeling.

To reduce the development of drug-resistant bacteria and maintain the effectiveness of Bicillin
L-A and other antibacterial drugs, Bicillin L-A should be used only to treat or prevent infections
that are proven or strongly suspected to be caused by bacteria.

Description

Bicillin L-A (penicillin G benzathine injectable suspension) is available for deep intramuscular
injection. Penicillin G benzathine is prepared by the reaction of dibenzylethylene diamine with
two molecules of penicillin G. It is chemically designated as (2S, 5R, 6R)-3,3-Dimethyl-7-o0x0-6-
(2-phenylacetamido)-4-thia-1-azabicyclo[3.2.0]heptane-2-carboxylic acid compound with

N,N' -dibenzylethylenediamine (2:1), tetrahydrate. It occurs as a white, crystalline powder and is
very slightly soluble in water and sparingly soluble in alcohol. Its chemical structure is as

follows:
Hh COOH
L] 4Hd|:|
@GHLDNH-- [ l CH;
2 HNGHECI"ENH

Bicillin L-A contains penicillin G benzathine in aqueous suspension with sodium citrate buffer
and, as w/v, approximately 0.65% sodium citrate, 0.59% povidone,
0.54% carboxymethylcellulose sodium, 0.53% lecithin, 0.12% methylparaben, and 0.013%

propylparaben.

Bicillin L-A contains approximately 0.11 mEq of sodium per 600,000 units of penicillin G
(approximately 2.59 mg of sodium per 600,000 units of penicillin G).



Bicillin L-A suspension in the disposable-syringe formulation is viscous and opaque. It is
available ina 1 mL, 2 mL, and 4 mL sizes containing the equivalent of 600,000 (actual volume of
1.17 mL contains 620,100), 1,200,000 (actual volume of 2.34 mL contains 1,240,200), and
2,400,000 (actual volume of 4.67 mL contains 2,475,100) units respectively of penicillin G as the
benzathine salt. Read CONTRAINDICATIONS, WARNINGS, PRECAUTIONS, and DOSAGE
AND ADMINISTRATION sections prior to use.

CLINICAL PHARMACOLOGY
General

Penicillin G benzathine has an extremely low solubility and, thus, the drug is slowly released
from intramuscular injection sites. The drug is hydrolyzed to penicillin G. This combination of
hydrolysis and slow absorption results in blood serum levels much lower but much more
prolonged than other parenteral penicillins.

Intramuscular administration of 300,000 units of penicillin G benzathine in adults results in blood
levels of 0.03 to 0.05 units per mL, which are maintained for 4 to 5 days. Similar blood levels
may persist for 10 days following administration of 600,000 units and for 14 days following
administration of 1,200,000 units. Blood concentrations of 0.003 units per mL may still be
detectable 4 weeks following administration of 1,200,000 units.

Approximately 60% of penicillin G is bound to serum protein. The drug is distributed throughout
the body tissues in widely varying amounts. Highest levels are found in the kidneys with lesser
amounts in the liver, skin, and intestines. Penicillin G penetrates into all other tissues and the
spinal fluid to a lesser degree. With normal kidney function, the drug is excreted rapidly by
tubular excretion. In neonates and young infants and in individuals with impaired kidney function,
excretion is considerably delayed.

Microbiology

Mechanism of Action

Penicillin G exerts a bactericidal action against penicillin-susceptible microorganisms during the
stage of active multiplication. It acts through the inhibition of biosynthesis of cell-wall
peptidoglycan, rendering the cell wall osmotically unstable.

Resistance
Penicillin is not active against penicillinase-producing bacteria or against organisms resistant to
beta-lactams because of alterations in the penicillin-binding proteins. Resistance to penicillin G

has not been reported in Streptococcus pyogenes.

Antimicrobial Activity

Penicillin has been shown to be active against most isolates of the following bacteria, both in
vitro and in clinical infections as described in the INDICATIONS AND USAGE section.




Gram-positive bacteria

Beta-hemolytic streptococci (groups A, B, C, G, H, L and M).

Other microorganisms
Treponema pallidum
Treponema carateum

Susceptibility Testing

For specific information regarding susceptibility test interpretive criteria and associated test
methods and quality control standards recognized by FDA for this drug, please see:
https://www.fda.gov/STIC.

INDICATIONS AND USAGE

To reduce the development of drug-resistant bacteria and maintain the effectiveness of

Bicillin L-A and other antibacterial drugs, Bicillin L-A should be used only to treat or prevent
infections that are proven or strongly suspected to be caused by bacteria. When culture and
susceptibility information are available, they should be considered in selecting or modifying
antibacterial therapy. In the absence of such data, local epidemiology and susceptibility patterns
may contribute to the empiric selection of therapy.

Intramuscular penicillin G benzathine is indicated in the treatment of infections due to
penicillin-G-sensitive microorganisms that are susceptible to the low and very prolonged serum
levels common to this particular dosage form. Therapy should be guided by bacteriological
studies (including sensitivity tests) and by clinical response.

The following infections will usually respond to adequate dosage of intramuscular penicillin G
benzathine:

Mild-to-moderate infections of the upper-respiratory tract due to susceptible streptococci.
Venereal infections—Syphilis, yaws, bejel, and pinta.

Medical Conditions in which Penicillin G Benzathine Therapy is indicated as Prophylaxis:
Rheumatic fever and/or chorea—Prophylaxis with penicillin G benzathine has proven effective in

preventing recurrence of these conditions. It has also been used as follow-up prophylactic therapy
for rheumatic heart disease and acute glomerulonephritis.

CONTRAINDICATIONS

A history of a previous hypersensitivity reaction to any of the penicillins is a contraindication.



WARNINGS

WARNING: NOT FOR INTRAVENOUS USE. DO NOT INJECT INTRAVENOUSLY
OR ADMIX WITH OTHER INTRAVENOUS SOLUTIONS. THERE HAVE BEEN
REPORTS OF INADVERTENT INTRAVENOUS ADMINISTRATION OF
PENICILLIN G BENZATHINE WHICH HAS BEEN ASSOCIATED WITH
CARDIORESPIRATORY ARREST AND DEATH. Prior to administration of this drug,
carefully read the WARNINGS, ADVERSE REACTIONS, and DOSAGE AND
ADMINISTRATION sections of the labeling.

Penicillin G benzathine should only be prescribed for the indications listed in this insert.
Anaphylaxis

SERIOUS AND OCCASIONALLY FATAL HYPERSENSITIVITY (ANAPHYLACTIC)
REACTIONS HAVE BEEN REPORTED IN PATIENTS ON PENICILLIN THERAPY. THESE
REACTIONS ARE MORE LIKELY TO OCCUR IN INDIVIDUALS WITH A HISTORY OF
PENICILLIN HYPERSENSITIVITY AND/OR A HISTORY OF SENSITIVITY TO
MULTIPLE ALLERGENS. THERE HAVE BEEN REPORTS OF INDIVIDUALS WITH A
HISTORY OF PENICILLIN HYPERSENSITIVITY WHO HAVE EXPERIENCED SEVERE
REACTIONS WHEN TREATED WITH CEPHALOSPORINS. BEFORE INITIATING
THERAPY WITH BICILLIN L-A, CAREFUL INQUIRY SHOULD BE MADE CONCERNING
PREVIOUS HYPERSENSITIVITY REACTIONS TO PENICILLINS, CEPHALOSPORINS,
OR OTHER ALLERGENS. IF AN ALLERGIC REACTION OCCURS, BICILLIN L-A
SHOULD BE DISCONTINUED AND APPROPRIATE THERAPY INSTITUTED. SERIOUS
ANAPHYLACTIC REACTIONS REQUIRE IMMEDIATE EMERGENCY TREATMENT
WITH EPINEPHRINE. OXYGEN, INTRAVENOUS STEROIDS AND AIRWAY
MANAGEMENT, INCLUDING INTUBATION, SHOULD ALSO BE ADMINISTERED
AS INDICATED.

Severe cutaneous adverse reactions

Severe cutaneous adverse reactions (SCAR), such as Stevens-Johnson syndrome (SJS), toxic
epidermal necrolysis (TEN), drug reaction with eosinophilia and systemic symptoms (DRESS),
and acute generalized exanthematous pustulosis (AGEP) have been reported in patients taking
penicillin G (the active moiety in Bicillin L-A). When SCAR is suspected, Bicillin L-A should be
discontinued immediately and an alternative treatment should be considered.

Clostridioides difficile Associated Diarrhea

Clostridioides difficile associated-diarrhea (CDAD) has been reported with use of nearly all
antibacterial agents, including Bicillin L-A, and may range in severity from mild diarrhea to fatal
colitis. Treatment with antibacterial agents alters the normal flora of the colon leading to
overgrowth of C. difficile.

C. difficile produces toxins A and B which contribute to the development of CDAD. Hypertoxin
producing strains of C. difficile cause increased morbidity and mortality, as these infections can
be refractory to antimicrobial therapy and may require colectomy. CDAD must be considered in



all patients who present with diarrhea following antibacterial use. Careful medical history is
necessary since CDAD has been reported to occur over two months after the administration of
antibacterial agents.

If CDAD is suspected or confirmed, ongoing antibiotic use not directed against C. difficile may
need to be discontinued. Appropriate fluid and electrolyte management, protein supplementation,
antibiotic treatment of C. difficile, and surgical evaluation should be instituted as clinically
indicated.

Method of Administration
Do not inject into or near an artery or nerve. See administration instructions below.
Injection into or near a nerve may result in permanent neurological damage.

Inadvertent intravascular administration, including inadvertent direct intra-arterial injection or
injection immediately adjacent to arteries, of Bicillin L-A and other penicillin preparations has
resulted in severe neurovascular damage, including transverse myelitis with permanent paralysis,
gangrene requiring amputation of digits and more proximal portions of extremities, and necrosis
and sloughing at and surrounding the injection site consistent with the diagnosis of Nicolau
syndrome. Such severe effects have been reported following injections into the buttock, thigh,
and deltoid areas. Other serious complications of suspected intravascular administration which
have been reported include immediate pallor, mottling, or cyanosis of the extremity both distal
and proximal to the injection site, followed by bleb formation; severe edema requiring anterior
and/or posterior compartment fasciotomy in the lower extremity. The above-described severe
effects and complications have most often occurred in infants and small children. Prompt
consultation with an appropriate specialist is indicated if any evidence of compromise of the
blood supply occurs at, proximal to, or distal to the site of injection.® (See PRECAUTIONS, and
DOSAGE AND ADMINISTRATION sections.)

FOR DEEP INTRAMUSCULAR INJECTION ONLY. There have been reports of
inadvertent intravenous administration of penicillin G benzathine which has been
associated with cardiorespiratory arrest and death. Therefore, do not inject intravenously
or admix with other intravenous solutions. (See DOSAGE AND ADMINISTRATION
section.)

Administer by DEEP INTRAMUSCULAR INJECTION ONLY in the upper, outer quadrant of
the buttock (dorsogluteal) or the ventrogluteal site. Quadriceps femoris fibrosis and atrophy have
been reported following repeated intramuscular injections of penicillin preparations into the
anterolateral thigh. Because of these adverse effects and the vascularity of this region,
administration in the anterolateral thigh is not recommended.

PRECAUTIONS
General
Prescribing Bicillin L-A in the absence of a proven or strongly suspected bacterial infection or a

prophylactic indication is unlikely to provide benefit to the patient and increases the risk of a
development of drug-resistant bacteria.



Penicillin should be used with caution in individuals with histories of significant allergies and/or
asthma.

Care should be taken to avoid intravenous or intra-arterial administration, or injection into or near
major peripheral nerves or blood vessels, since such injection may produce neurovascular damage.
(See WARNINGS, and DOSAGE AND ADMINISTRATION sections.)

Prolonged use of antibiotics may promote the overgrowth of nonsusceptible organisms, including
fungi. Should superinfection occur, appropriate measures should be taken.

Bicillin L-A contains approximately 0.11 mEq of sodium per 600,000 units of penicillin G
(approximately 2.59 mg of sodium per 600,000 units of penicillin G).

Information for Patients

Diarrhea is a common problem caused by antibiotics which usually ends when the antibiotic is
discontinued. Sometimes after starting treatment with antibiotics, patients can develop watery and
bloody stools (with or without stomach cramps and fever) even as late as two or more months
after having taken the last dose of the antibiotic. If this occurs, patients should contact their
physician as soon as possible.

Patients should be counseled that antibacterial drugs including Bicillin L-A should only be used
to treat bacterial infections. They do not treat viral infections (e.g., the common cold). When
Bicillin L-A is prescribed to treat a bacterial infection, patients should be told that although it is
common to feel better early in the course of therapy, the medication should be taken exactly as
directed. Skipping doses or not completing the full course of therapy may (1) decrease the
effectiveness of the immediate treatment and (2) increase the likelihood that bacteria will develop
resistance and will not be treatable by Bicillin L-A or other antibacterial drugs in the future.

Laboratory Tests

In streptococcal infections, therapy must be sufficient to eliminate the organism; otherwise, the
sequelae of streptococcal disease may occur. Cultures should be taken following completion of
treatment to determine whether streptococci have been eradicated.

Drug Interactions

Tetracycline, a bacteriostatic antibiotic, may antagonize the bactericidal effect of penicillin, and
concurrent use of these drugs should be avoided.

Concurrent administration of penicillin and probenecid increases and prolongs serum penicillin
levels by decreasing the apparent volume of distribution and slowing the rate of excretion by
competitively inhibiting renal tubular secretion of penicillin.

Pregnancy

Teratogenic effects: Pregnancy Reproduction studies performed in the mouse, rat, and rabbit have
revealed no evidence of impaired fertility or harm to the fetus due to penicillin G. Human
experience with the penicillins during pregnancy has not shown any positive evidence of adverse
effects on the fetus. There are, however, no adequate and well-controlled studies in pregnant



women showing conclusively that harmful effects of these drugs on the fetus can be excluded.
Because animal reproduction studies are not always predictive of human response, this drug
should be used during pregnancy only if clearly needed.

Nursing Mothers

Soluble penicillin G is excreted in breast milk. Caution should be exercised when penicillin G
benzathine is administered to a nursing woman.

Carcinogenesis, Mutagenesis, Impairment of Fertility
No long-term animal studies have been conducted with this drug.
Pediatric Use

(See INDICATIONS AND USAGE and DOSAGE AND ADMINISTRATION sections.)

Geriatric Use

Clinical studies of penicillin G benzathine did not include sufficient numbers of subjects aged

65 and over to determine whether they respond differently from younger subjects. Other reported
clinical experience has not identified differences in responses between the elderly and younger
patients. In general, dose selection for an elderly patient should be cautious, usually starting at the
low end of the dosing range, reflecting the greater frequency of decreased hepatic, renal, or
cardiac function, and of concomitant disease or other drug therapy. This drug is known to be
substantially excreted by the kidney, and the risk of toxic reactions to this drug may be greater in
patients with impaired renal function. (See CLINICAL PHARMACOLOGY.) Because elderly
patients are more likely to have decreased renal function, care should be taken in dose selection,
and it may be useful to monitor renal function.

ADVERSE REACTIONS

As with other penicillins, untoward reactions of the sensitivity phenomena are likely to occur,
particularly in individuals who have previously demonstrated hypersensitivity to penicillins or in
those with a history of allergy, asthma, hay fever, or urticaria.

As with other treatments for syphilis, the Jarisch-Herxheimer reaction has been reported.

The following adverse reactions have been reported with Bicillin L-A during post-marketing
experience:

Skin and Appendages: Stevens-Johnson syndrome (SJS) and drug reaction with eosinophilia and
systemic symptoms (DRESS). (See WARNINGS.)

The following have been reported with parenteral penicillin G (the active moiety in Bicillin L-A):

General: Hypersensitivity reactions including the following: skin eruptions (maculopapular to
exfoliative dermatitis), urticaria, laryngeal edema, fever, eosinophilia; other serum sickness-like
reactions (including chills, fever, edema, arthralgia, and prostration); and anaphylaxis including
shock and death: severe cutaneous adverse reactions (SCAR), such as toxic epidermal necrolysis



(TEN) and acute generalized exanthematous pustulosis (AGEP). (See WARNINGS.) Note:
Urticaria, other skin rashes, and serum sickness-like reactions may be controlled with
antihistamines and, if necessary, systemic corticosteroids. Whenever such reactions occur,
penicillin G should be discontinued unless, in the opinion of the physician, the condition being
treated is life-threatening and amenable only to therapy with penicillin G. Serious anaphylactic
reactions require immediate emergency treatment with epinephrine. Oxygen, intravenous steroids,
and airway management, including intubation, should also be administered as indicated.

Gastrointestinal: Pseudomembranous colitis. Onset of pseudomembranous colitis symptoms may
occur during or after antibacterial treatment. (See WARNINGS section.)

Hematologic: Hemolytic anemia, leukopenia, thrombocytopenia.
Neurologic: Neuropathy.
Urogenital: Nephropathy.

The following adverse events have been temporally associated with parenteral administration of
penicillin G benzathine (a component of Bicillin L-A):

Body as a Whole: Hypersensitivity reactions including allergic vasculitis, pruritus, fatigue,
asthenia, and pain; aggravation of existing disorder; headache, Nicolau syndrome.

Cardiovascular: Cardiac arrest; hypotension; tachycardia; palpitations; pulmonary hypertension;
pulmonary embolism; vasodilation; vasovagal reaction; cerebrovascular accident; syncope.

Gastrointestinal: Nausea, vomiting; blood in stool; intestinal necrosis.
Hemic and Lymphatic: Lymphadenopathy.

Injection Site: Injection site reactions including pain, inflammation, lump, abscess, necrosis,
edema, hemorrhage, cellulitis, hypersensitivity, atrophy, ecchymosis, and skin ulcer.
Neurovascular reactions including warmth, vasospasm, pallor, mottling, gangrene, numbness of
the extremities, cyanosis of the extremities, and neurovascular damage.

Metabolic: Elevated BUN, creatinine, and SGOT.

Musculoskeletal: Joint disorder; periostitis; exacerbation of arthritis; myoglobinuria;
rhabdomyolysis.

Nervous System: Nervousness; tremors; dizziness; somnolence; confusion; anxiety; euphoria;
transverse myelitis; seizures; coma. A syndrome manifested by a variety of CNS symptoms such
as severe agitation with confusion, visual and auditory hallucinations, and a fear of impending
death (Hoigne's syndrome), has been reported after administration of penicillin G procaine and,
less commonly, after injection of the combination of penicillin G benzathine and penicillin G
procaine. Other symptoms associated with this syndrome, such as psychosis, seizures, dizziness,
tinnitus, cyanosis, palpitations, tachycardia, and/or abnormal perception in taste, also may occur.

Respiratory: Hypoxia; apnea; dyspnea.

Skin: Diaphoresis.



Special Senses: Blurred vision; blindness.

Urogenital: Neurogenic bladder; hematuria; proteinuria; renal failure; impotence; priapism.

OVERDOSAGE

Penicillin in overdosage has the potential to cause neuromuscular hyperirritability or convulsive
seizures.

DOSAGE AND ADMINISTRATION

Streptococcal (Group A) Upper Respiratory Infections (for example, pharyngitis)
Adults—a single injection of 1,200,000 units; older pediatric patients—a single injection of
900,000 units; infants and pediatric patients under 60 Ibs.—300,000 to 600,000 units.

Syphilis
Primary, secondary, and latent—2,400,000 units (1 dose). Late (tertiary and neurosyphilis)—
2,400,000 units at 7-day intervals for three doses.

Congenital—under 2 years of age: 50,000 units/kg/body weight; ages 2 to 12 years: adjust dosage
based on adult dosage schedule.

Yaws, Bejel, and Pinta—1,200,000 units (1 injection).

Prophylaxis—for rheumatic fever and glomerulonephritis.
Following an acute attack, penicillin G benzathine (parenteral) may be given in doses of
1,200,000 units once a month or 600,000 units every 2 weeks.

METHOD OF ADMINISTRATION

BICILLIN L-A IS INTENDED FOR INTRAMUSCULAR INJECTION ONLY. DO NOT
INJECT INTO OR NEAR AN ARTERY OR NERVE, OR INTRAVENOUSLY OR
ADMIX WITH OTHER INTRAVENOUS SOLUTIONS. (SEE WARNINGS SECTION.)

Administer by DEEP INTRAMUSCULAR INJECTION in the upper, outer quadrant of the
buttock (dorsogluteal) or the ventrogluteal site. In neonates, infants and small children, the
midlateral aspect of the thigh may be preferable. Administration in the anterolateral thigh is not
recommended due to the adverse effects observed (see WARNINGS section), and vascularity of
this region. When doses are repeated, vary the injection site.

Because of the high concentration of suspended material in this product, the needle may be
blocked if the injection is not made at a slow, steady rate.

Parenteral drug products should be inspected visually for particulate matter and discoloration
prior to administration whenever solution and container permit.



HOW SUPPLIED

Bicillin L-A (penicillin G benzathine injectable suspension) is supplied in packages of 10
disposable syringes as follows:

1 mL size, containing 600,000 units per syringe, (21 gauge, thin-wall 1-inch needle for pediatric
use), with 0.11 mEq of sodium per 600,000 units of penicillin G (2.59 mg of sodium per
600,000 units of penicillin G), NDC 60793-700-10.

2 mL size, containing 1,200,000 units per syringe, (21 gauge, thin-wall 1-1/2-inch needle), with
0.22 mEq of sodium per 1,200,000 units of penicillin G (5.17 mg of sodium per 1,200,000 units
of penicillin G), NDC 60793-701-10.

4 mL size, containing 2,400,000 units per syringe (18 gauge, x 1-1/2-inch needle), with 0.45 mEq
of sodium per 2,400,000 units of penicillin G (10.32 mg of sodium per 2,400,000 units of
penicillin G), NDC 60793-702-10.

Store in a refrigerator, 2° to 8°C (36° to 46°F).

Keep from freezing.

REFERENCES

1. SHAW, E.: Transverse myelitis from injection of penicillin. Am. J. Dis. Child., 111:548,
1966.

2. KNOWLES, J.: Accidental intra-arterial injection of penicillin. Am. J. Dis. Child., 111:552,
1966.

3. DARBY, C. et al: Ischemia following an intragluteal injection of benzathine-procaine
penicillin G mixture in a one-year-old boy. Clin. Pediatrics, 12:485, 1973.

4. BROWN, L. & NELSON, A.: Postinfectious intravascular thrombosis with gangrene. Arch.
Surg., 94:652, 1967.

5. BORENSTINE, J.: Transverse myelitis and penicillin (Correspondence). Am. J. Dis. Child.,
112:166, 1966.

6. ATKINSON, J.: Transverse myelopathy secondary to penicillin injection. J. Pediatrics,
75:867, 1969.

7. TALBERT, J. et al: Gangrene of the foot following intramuscular injection in the lateral

thigh: A case report with recommendations for prevention. J. Pediatrics, 70:110, 1967.

FISHER, T.: Medicolegal affairs. Canad. Med. Assoc. J., 112:395, 1975.

9. SCHANZER, H. et al: Accidental intra-arterial injection of penicillin G. JAMA, 242:1289,
1979.

@ Injectables

Distributed by
Pfizer Inc
New York, NY 10017

o

LAB-0588-17.0
Revised: 05/2021



Ry DN NPT A
1.6 KEATSCEFIER

2hee - TR

AN O HBLZ B IE L, ARFIRZ OMOPIERI O R 2 HER T 572012, AANTHE R
HTd 2 2 & MRFEH X AT £ 72 130 < B 2 BRYLE O WH £ 7= X P o132 =
o HRB L OREZMEICET 2 ERAE ONTHE, PIRRIEZ R ETIIEE T HBBICEE
THZE, TOXIBRT—EZNRRWEE, RO I X OS2 — o DTRFRTE ORRERITY
BB EEZLND,

PCG XUV TF U hiEANL, AR @mo, Ry iRE 2 B S22 &L THHED
& 5D PCG JEAZMEE Z K D YGE DIRIRICHW S, 1BEOBRICIE, MESrRER (B il sz
Gte) BIOBKRZRREfRH ET 5,

LI OREYE 2 IXi@H, Y72 HED PCC XU WF U HERNETH D,
SRS M BHER R 1 Z & D 1 5R0E DB P ~ T 3 D JRYSE,

M E—HiTg, WD ZHE, XUz LBIOE 4,

PCG N W F DTG 3IG & 72 DR

U 0~ FET L OBEE - mGA/%%/@%%&%W;h%®f$®ﬁ%%%ﬂﬁﬁf%é
ZEMFEREN TS, £, U U FHRLDRERLAMREREE R OB TG £ LTHH
WHEITWD,

AR
NI

N ST BIEBUE OBEEREN S B HEEITIE, AFERE LW &,
%®h

25 ARTHERBATIIRVWD, BIRNKRE LY, foBERRFICRA LY L
BRNZ &, PCGCRUYF U 2o THIRNES L, DLRfFIER KO TICE o IEF 2 RE
ENTW5, FHlRERIC, RNXEORESE, BIEAELUME - ABROHEZERR Fie
e,

ARENIAAS SCEI R LB I DR T 5 Z &,

TF74 7%V —

R=V U AL DEREZ T -REICB VT, EENOHHIESEH2BEE (717 4 7%

=) DHEINTWS, ZRHDONE, _=2 U Tk 2 mEUE OB A A 5 B
ROFFET LT AR DS HBETELRT W, £, =2V Ak DIl EUE OREE
[BaFTHEEICET7 7 r AR VRHEAI 2R G L2, EERT T 7 4 7% —IEN
WESNTWD, KRN L DIREEZBRGT DR, <=V r, 770 AR VRPEAE

TXZF OO T VLG AR T HIBUE OB FIE 2 EE IR T 5 2 L, T LA —KIGAAE
C7e880E, AFloEGE2HIEL, WUIEETHIZ &, BEERTF 74 7% —RKBNEL

PFIZER CONFIDENTIAL
Page 1



Ry DN NPT A
1.6 KEATSCEFIER

EBOE, TERT YL ARANEBRE DTS BERD S, BERA, 27uA FO#
IR B3 & OIS 4 8IC & 5 RERIR b REICS U TR S = &,

HEDREDEIEA

PCG (KAIDARSY) HEHFDERET, AT 4—T LA« Va vV e (SIS) , itk
FBIERERIE (TEN) |, AFERERHIIN & ek 2 1F © ) (DRESS) ¥ KX OVAMINIFEME
FEMNGESE (AGEP) 72 EOEE DK EAHEFXIES (SCAR) 23 ST 5, SCAR DEEV
N D, AR ZELH)HCHIE L, BIOEEL BT 2L,

Clostridioides difficile BEE T Fi%iE

KA G RET R CTOFEANCIBNT, H5I2FES Clostridioides difficile BEIHE T FiiE
(CDAD) NG ESNTEY, FOEEEITEE O FHRN O BRI 72 RIGRIZDTZ 5, BLEANC
X BIEE TN O FAEMBEENZE{L L, C.difficile O B E A 5| X =3,

CDAD [ C. difficile 23PEAT D b ABXON I U BICX W RIET S, C. difficile D&
FPEAERITHIEAREICESMETH Y, B LB A RIS N E L R AL H DT
W, BERBIUECEDN EH L TWD, FLEAIERG%ZIC TRAZRD b EBEIT OV TE,
V3 CDAD O A REME Z it L2 i iuiE e S 7w, HlEAIRES 2 » AL BB L THD
CDAD ZHJIE LB HMESNTNWD Z 0D, EEFEVEEROBERNALETH 5,

CDAD D&V & 5455 £l i3RI N HA 1%, C.difficile (kT 215K ZbRE, AT OHT
EAlZ TS 2 BEN DD, BIRIRGENEITR U T, WKy JOEREOEM, #
/X7 B, C.difficile (29" 2 HLEANRIR R © ONZAMRRYEH 2 i 5 2 &

BB
Bk, #RB I OZ0EBECIIHRE LRV &, UTOREGIZET HER~EZROZ &,

PR E 2L DU E LIche, AARZRRIRIEE 0 U 5 TTREME A 5.

Mo TARBIRZ DO R= ) U BE E2 AN S @RGP ~O# 572 L) L
7235A, BEOMBRINEFREENET S, 26 OMBRIMEFREICIE, KA Z L5 St
BiJe, WO S DISENEROUIK 2 54 280H, =27 VEGEREOBZE & —E9 5
L& Z DO A DR ENEEND, 20X ) REEOEENEE, KEBIW
SR~ OEGTHRESN TS, MERNEEICIVAELZEEZSNDZOMOEELREOE
JEE LT, (1) EHPALOEMS L OV OB T 2 85 EEOE Ak, BEARKRE X
FT7 ) —BROWCEDHROT LTI,  (2) TR ORRE-CM% 5 X o U % 292 B
DVFER ERHE SN TNWD, Bl LEZEEORER LOGHEIE, s KO F/NET
DFRAENRHZ, T E 72132 OIS U < TSNS mATREE OBEN RO S iz5s
X, HONCHMEEZZZIEHZE Y, (B EOFEERBLIOHE - HEOHESHR)

BRI TERGRANERT A2 &, PCCRUNFF U EB - TEIRNEEL, DMHEEBIC
FHEICESTEFNBRESNTWS, LR o T, AFZHIRNKZE L2V, oA
WERALZY LNz e, (Hik - HEOESMR)

PFIZER CONFIDENTIAL
Page 2



Ry DN NPT A
1.6 KEATSCEFIER

AFNL, EERO EAMUML S H EEREER) N EIZ TR O LI ANER 95 2
koﬁ%%kk&®m%/)/%ﬁ®ﬁ@%WW%ﬁ;iékwﬂﬁm®ﬁﬁfki0%%ﬁ
WEINTWD, 20X RAEMFEMNB IR OEBOMESMEZBEL, FMUKIE~D#E
BldHeE S nian,

R LEOEER
R

M BYUENTEH S 2 d LTS B DN D5 E E7IETUINEIS & 72 556 LIS AH %
WG LI-E LTS, BEICARTH LA REMEES, ERMEEOHRY 27 2 EHEE5 2
LT D,

RV U ATERRT LA BEOBEARROH 2 BF IR L CUTEEICREGTH &,

HIRNSCEIIRNIC R G- L2 5, F70, BEERIMRCIE B LU OEfFIcRE Ly
FOWETLI L, ZNODOMAICERE LG, MREGENECLIREND L, (B
HRLOME - HEOEZKR)

ﬁ%ﬂ@ﬁ%%ﬁi,Ei@E@#ﬁﬁﬁ%®ﬂﬁﬁﬁ%%ﬁ?éﬂ%ﬁﬁ%éoE@@%ﬁ
FEAE LT G B Tl R LT 5 2 Ly

AFIZ PCG 600,000 HAAZ 872 W #9 0.11 mEq @ kU 7 2 (PCG 600,000 HAL& 7= V) 9 2.59 mg
TRUDL) BEAT D,

BEDO-DOER

THIIHEAORGIZ LY LS AONDIERTH Y, @HITHEA ORG24 25 LHAT
Do PLEHANS K DIMBAMATER, Bofd 506 2 » HLLERGE L7-8RIS, JKER(E-CMLfE (F s
RBRAOHEOFEZM D) BNRATLENRHD, TOL I REGEITIE, AIRERIR Y #
R YERMIZEET D Z L,

AH e EOFEHNZ, MEBIYEDIIRICOMEMNT 2 THL Z L2 BEIBAD T L,
PLEANC L0 O A NV AEGYE (B2 L) ZIGRT 5 2 LIXTE R0, AF & il ESE DR
WD OITITT Liztaa, BRAMEBRREHICEE L LELOND ZENE0VR, L7 Enl-
PUEANTFER B 0 IEHICIRIT 2 KO ICBBEITA L 2 L, IRMOMSIEeohiz Lz
&, (1) REIOBFNRMET L, Q) FOREIZEFIMIEDOERF I X AFIRA O FLE Al
SN2V 2S HER 2 TRetE A i < 72 %,

R

B ER G EIYE TI, IGRIET T OICBRE TE 2 b O TR TR S22, BREDSA 50708
&, HEERERYUE ORFEIEN R BT 5 AIREMEN B 5, 1BHMK THRICE R 2 I M L, HEEKE
MERESNI=NE D DRSS 5 2 &,

EMEEIER
BHEIHERT AT oA 7 U U RHEANL, =) U RHEAI O E R R AT 5 7
W, PEHLZRWZ &,

PFIZER CONFIDENTIAL
Page 3



Ry DN NPT A
1.6 KEATSCEFIER

N=V Y URFIEA L TSk Y RERKRS LichE, WET<=U VJREN AL, M
TEPIRE ORI S IER T 5, ZHUI~=2U COBFIRMEFBIBECHESIND 2 &
XY, "=V U DANT OSBRI L, JHEEME TS50 TH D,

L3N

G~ T A, 7y BT F 2 AW A A REERR T, PCGIZ X2 AdHEER X
ORIB~OHEBITRD b TRV, IEmic =) VP 2R G L7256 bR R~ DR
RO LN TR, LavL, @i, LSEFHSIEmZGRLE LIHABRRT,
D DOEFINNG I E % KIAT T A REMEN R E STV D DT TIEZRY, B4 7458
FAFHERBRIILT LS b FADOIMEEDR & 501 TIEZR L, e~ DOARA OG22 2
LR 5B IRET 52X TH D,

AL

AERPED PCGITRFFLICBATT %, AR 2 Z3lim R G- DBIITEET 5 2 &,
BARME, ERERFMS X OEREES

W) 2 T AR ORISR L T2,

INRFE~DERE
(BhRE - ZhRb LOHIE - HEDHESM])
g ~ DK 5

PCG X HF » DEFRMERTIE, 656 M LD+ RE L EMAANN TR O, mimgRE
DFUSHPEFEWERE L BIR DN E D DITFERE STV, MOERIKEEROBWE TIE, milnd
HEEFEREOE TRICIZENH D Z LTRSS h TV, R ERESE T, A,
R 7o IO RO BEREIR T 72 & NS B PHECHLD MR L 2 521 T D ATREMEA L 2 &

O, HHITHELERT BRI, KEMENOHET LR EORELZET D, AFNIEMWIC X
D PR SN DEIG T, BREERE T 2 A9 0 BE TIIAAI OGS BERIS D U A
7B IR RS H S R OESN)  milinAE TEEEMIT LT 5 aTRetEss
W, HERFICIIEET 2LENH Y, BHEEOE=2 ) PRI SLEEZLND,

BIYEH

DR = ) L EREID, BZMIC LA FE LS Z2WEISENAE U B afREME N @y, Krie, =
VU KT DIRBUE DB A AT D BECT LILX—, MR, FEENE I3RS OB
[REHTHERETIE, TORHEEMERE,

M OMEFIEEIE L RIS, Y—U vz« ~LT AN =N RE SN Tna,
TR AR OFEGIEWLL T ORIERA R HE STV 5,

FEE e fBER : AT 4 — T A - Vg Y EERE (SIS) B X OMFERERNE N & & ER 2L 5
WY (DRESS) . (BEHoEZBR)

PCG (AAIDHRSY) FiE MBI OGN LT ORIER S HE STV D,

PFIZER CONFIDENTIAL
Page 4



Ry DN NPT A
1.6 KEATSCEFIER

28 RBUERL (K2 GRRIBIREZ 0 b RBVER SRR SS) |, =S, WEREARE, 5
ﬁ,ﬂ@ﬁ%%ﬁ@f],m®m%%%ﬁm<%%,%ﬁ,@@,%mf,rim@k)ki
W 747%>— (avyr, SRERE) [FHEMERLEXRRE (TEN) X ORI
PERZHENEAE (AGEP) 72 EOBEEDKEAFERIL (SCAR) 1, (EEDOHESM) I 0 Sk
%, EOMOEZZEE X OMEREKSIE, fie A2 I VB IOV EIOLN L TGt LTF o
2704 RICLXVEHAEEEZEZOND, ZOL ) RSN E U541, JFAJE LTPCG %
HiET 5, 72720, IBEMNGORENEMEENTHDOTHY, PCG UAMIIBEERINE I 720
& ERTASHE U725 A ,;®@@Ti@moE%@7+743%vwﬁmﬁiut%ém
TERT VAT DREIEEZEHIZIT) 2 L, BRERARLAT 0 A FOFIRNZE G-I L OF
BRLICLHREMAE L MBS TTY 2 &,

AL - BIEMERIB . FUBEANGIR T £ 7RG RIABNERIGR DIERA IS D Z L0135
%, (BEHOEZNR)

W ;R L, R, MR
T S
WIR - AT | B

PCG RUHF o (RAIDRLSY) O NIE L ISHIICEEDH 5 HEHRRE L L TR
LTV D,

eF  WEUERIS (7 Vv —tRlE R, T O FEE, Y, BE, KR L) , BFOEE
DEAL, I\, == 7 VIEREE

DM - Ol RifE, SR, B, MEEE, EEERE, MAFHLE, MR
PO, A JEE, St

AL - L, NEM, IffE, IREIE

Mg » VR UL SHiE

FEHRAL : FEREAIAOS (KR, RO, MR, NRg, BESE, vRiE, Wi, 5%, EEUE, Z#E
g, BERRHIMD, RS E) , MRRmAE RS R, mERs, & Ak, BAIER, BYH,
WA D L O, PUkOF 7 ) —8, ki EHEER E)

R M RFBEFREN, 7 LT F=0 8N, MET7ARTXURTI ) NIV AT2T7—F
a0

- BHE - BARIRRTE, MRS, BAEIRHEE, IA 7w B R, MRUTERLE

PR APRGEEL, IEER, FEMED E W, IR, $EEL, R, ZeEiE, RAWHERRBES, R

VB, Bk, $ERLZfES EEOWE, 2H - 2058, 89 < 25~ORW 72 &, B 2 PARAREE R
SER A BT DIEMERE (R A 7 RIEBERE) A PCG Fr A v OB GHICHESNTEY, RKIHE
BT L VIRV, PCGRUHF & PCGC FualiA L OFHEHZICHLIME SN TS, AJEfE

PFIZER CONFIDENTIAL
Page 5



Ry DN NPT A
1.6 KEATSCEFIER

FECBE LT, fEmm, ERME, FEEo v, JHE, F7 0 —8, 8, Jik WRERE
RE, MOERBERT L EHH D,

WER s ¢ ARERSRNE, MERRUL, PRI IREE

B - T

BBRRRES B, R

WAPR « AEFESS - MRREAIVEREDE, MR, EEAK, BAE, A AT X, Rl

WERE

NV CERIBERGT D &, SR O e BRI F T IR R AED A U D AR B
%,

R - A&

HPERE (AH) EXERY: (WHEkR L)

B @ 1,200,000 HAAL A BRI ST

RN AR 1 900,000 BN A L[R]3 5

FLEN RIS L OMAHE 60 8 o R oo /NREF © 300,000~600,000 HZ A BT 4+
i

1, 252 Wk LOWMREIOMEH : 2,400,000 HANT A H A5t

% WitEEE (55 3 WM o L OMRMERR) : 2,400,000 Hi{\7 4 7 AIZ 1 [a], &t 3 [EIES

SR VEMERE
2 I AT : 50,000 HiAr/kg
2~12 7% : RADEE R 7 ¥ 2 — SV T B T

WhH T, "YUz VBLUE U ;1,200,000 HAT % B A5

TR E5— 1 U~ T B LOSRERIRE %

2AMEFEER%, 1,200,000 HAZZ 1 % AIC 1A% 7213 600,000 B2 2 R & AAK 2 B 5
%,

B 5%k

AHNIHANEH AR TH S, BIR, #RELOZOEBIETERE LARNE &, RFZHIR
NEEG LD, oBERABAICESG LY Linz e, @EE0HESR)

AFNE, O EAMUML S B PICEHRNER I 5, #irElR, folis LOHEF
INROGEE, KREROFAMUEIZES L2 R L, AFEANEDLR TS L (BEHD
HZM) BLOZOFEMOMESMZBE L, BIFMURIE~ORGIIHELE SR, IER G
TOHEE, EHEML AL XD,

PFIZER CONFIDENTIAL
Page 6



Ry DN NPT A
1.6 KEATSCEFIER

AFNIRIREDIREIR TH LT, —EDHE TP VG LRWVWGE, ERENFEED Z
EWH D,

AFNE, FTREZRIR D IR IS L OERROIREE T, HEHICKFRB I OEEOAELZ AHERET S
Z&,

PFIZER CONFIDENTIAL
Page 7



Ry DAR= Y R F AR

1.7 [FIRE (R %hhh—

K

L

ZHITDH L,

B DI SCE T mcHT DIRA S %

RPN R=V Y R TF URER] (KA B LOARFIORFERZ & LT, N P~N=y
VoY TABLIORINAN=2 Y RO F KR OEH %5 FRITRT,

Wk5e4 AT A R® KERRE | ESHR=U G XA ) PG ERL
FRE60 T HNL S U 2 | B U 7 2005 AT 40 J7 HifL
AT A R® KERRE | ESHR=2U G
FRTE240 T HAE S Y o | U 7 10075 HAAT
— 4 RO N_R= ) v RO N_R= ) v RO N_R= ) v
R F KT VIRVAVN R F KT
44 7 7 A PRt Meiji Seika 7 7 /L~<#k | MSDEE &AL
FAVERy N
ZhRE S h R <3 i A > < i T > < s B A >
Hids b LR R —~ RDAR=v Y s | ReUAR=v ) T
<3 i IE> DT RO EKEE. D v oY ERE R, i

fgg (Mt 2 FR<)

UUEREE R, igeEk
. IBEREE R, B, B
PERE, Y77 U T,
PRI, FUGHREA RS
B U ABEERE, B
BARLY T, TUANLGHL
T hMAE T BEBIEA Y
UV i, Mig b LR R—
-

<@ JEE >
FRUMLE ,  JEG L P
K. RAEVERL RS GE
TRTEME R JEIRYE, U v
SNE ) ORER . FR
2. WABH - MESAZ, RHE
K, BMERE KR Mgk,
i =2 N N T A2
PRIRAE D TIRIEG, WA
JRYIE . LHRMERENSS |
RER, ElSPER, JEAL
B RE. 7T YT (B
moa ) | BUSE, il
Em FrERitH) o A
ZEH (FimRiEH) |
WO EEIE, [ERE, T A
IV, KT

REKEE, Mg N AR —
~

< JEE >

UL oRE - U U NHiIR,
WHEH - MEEEIE, Rk,
AMERE Sk, gk, 18
PEREL ZRIRZE D IR
e, MimE, PEHK, BH&

PESR . BRI, VU U~ TF

ENDFAE T Ih

YERL - SETHEA

20XXHEXX HERR (581

202049 H ekRT (BB 12hR)

202049 H E4RT (BB 14hR)

{iiked

i)

PFIZER CONFIDENTIAL

Page 1




E5E

[

#% 20204F 9 kT (581200 H AR RS wh 0 3R 5
* 20194 3 HEkiT 876111
Bk | EIORAE =1 al x| sosem | 2077:21400AMZ00177000

e }{( 7 O ad Jn/%mii%%ﬁﬂj HEBES 110077 :21500AMY00147000

IR | - o oene e ‘{Lﬁgg’*"“ sy | 20/ 20026 7 ]

: samms EHARYIILRZIUYHUL 207 20107

)Iﬁqﬁﬁ’\_VU yG’] U '7‘L\ ZOﬁﬁﬁi RRFmEE 10073 :20044F 1 7
PENICILUN G POTASSIUM 200,000 UNITS FOR INJECTION AR 20044 9 J1
HHANZIVUYGHY DA 100 Bifyy (Rfesm] o)

PENICILLIN G POTASSIUM 1,000,000 UNITS FOR INJECTION

22 (ROBHICEBESLEVNT L)
AEIDB (S UHBBEDEHERE DD HEE

RAIFER (RDFBEICFRS UIFWC EZRAIET D
. BICHEETIHGICIFBEEICRSTDHIL)
NIV VRMAEYE (S UBSHEDEIERDD SR
=]

[#HR% - 1HIK)
(1)#ER%
EHBANZVUSGH U Y L20F B EHANZY
J2GHYU DT LI00FEALIE, 154 7IVHICEREFR

TRORDZEHT %o
e | TR Z ) G IR = ) 26
ket HY  L2005 AL | Y 7 A 10005 HAL
BRSNS 10073 7
(2SAI DR
2R =
st LA PR DR SN
pH
[ 50~75 | 1.0x 10° Hifi/10mL (%) |
RIBELE
[ wr ] 105 Hfiz/mL (H IR EESF ) |
(BB - H R A AT )
[3h8E - ZR]
<EhEE>

NUINIRZVUVICREDT ROKER. U URE
B iRE. BXERE. HF. sERXE. YT UTE.
ROEE. MRE. RERE. JARERES. BIFHRL
U7, D4R T hRAES, BRIEAEUIVA, 185
hLURR—Y
<BIE >

BUMJE. BRFEODNIRRK., REMEBRRIE. FREMR
FERRE, UNE - U CER. FLARK. HEE - HRER
K. K. SMEREXR. R, fRE. =K. 184
PR RAR D _REAR, MEFRIE. {LIRMBEIRRA. F
X, BI&ER. ERIF. WE. Y T7TU7 (ERH
). BRIE. WERE MEaRMPH) . TARE MEXR
HtR) . BUREAE. BIFH. D4)UK. 155

| 3EE - WRICBHET BEA LR |
IR BTN, mOk. SemEs, RER. Bl
. BRAOBACHE ST, AMEDEEERAD |
 FAXEBRAL. NERRSOUBEEE U |
| FT. FEORSHEDCHBENDIBAICESTS |

(% - FE]
<(LIRTEREIR - BRI DMIRER - BEZ R < RRE>
BE. AICE NXUIIARZ Y ELT T [E30~60
P87 1 82~ 4 OfRAERNT D,
FH. Fhn, AERICKDBEEERET D,
<{LRRTEEERNRE >
BE. AL XYIIRZ2U Y ELT 1 E40005
Bz 1H6 B BT D,
BH. Fhn. ERICKDBEERET Do
<BFREOAERR >
BE. AL XYIIIRZ2 U ELT 1 E40005
Bz 1H6E. REETT D,
B, Fn. FEERICKDBEEER T 0% 1 E150077 811,
1 H3000 5 BB B R IFWNC &,
<tEs>
BE. RAILE XIIRZ2 U ELT T E300~
J00H 8177 1 56 Bl sUERHET Do
FH. Fhn, FERICKDEERET Do

CESTROABRE)

BRARNERDSE. BRICIHEE. BREERERNIEH
BESFAKZRERT 2,

sUBRREDEGG. AREIC(FERS. BREEERBERN(EHE
T ROEISREFZERT Do

ik - RECEET 2EALOER |
(ARIOERICHI S TIE. MHEORRERR T |
. FAIELCRERERRL. BROAELUE |
BB ROHBEORSCEEHDTE, ;
 BEDBESDGIEE(CE. BE5E - BSHED |
L EYHEEETAHCEEICRETH ., ([EE

L R5IDESR) :
| (MLERLBERE. RAMEDMER. HENDERICD |

W\WTlF. ERANDEEHA RSA V%, BFOBER |
L EBECLTRS5TRTE, ;
L GINRICNT B - FABIFHIILTLELDT. A
RICKRS5T 255G ERADFENA RS VEF |
ZEEICLTC. BEOREZTDICEHRULNDIE
BLR5TDTE, ([NEEADRS|DIESHR)

) R - EMEORTEICL YT L



AN 2GRV L 2075 AL - 10077 AL

(A LDFER]
(MNEERS (ROFBEICIIEERICKRSTDHIL)

DET I LRAEYEICH L. BHEAEDBHTREDD SR
=1

DRANXIEEH, THICREXMI. FZ. BMEEFD
PUINF—ERZEECUPITVVRBEZET EBE

BEDBEEDHSHEBRE [MFREDFHRITDDT.
RE8ZRITOD. REEEZHITTHERIT D &

) IVEEDS HEFE (MFDAHUDLNRED ER(ICKD,
BERBRICEEEZNEITBZTNNDD., ([BEELE
FHER] DIESHR) ]

QEZLEARIER

DARENCKDYavd, PFIT45FI—DFREZHESE
([CFHITEDTIEDFVDT, ROEEZLED L,
OF=MICBERFICOVWCTAER—EZTD L.

B, MEYEZICLD V7 VILF—EIIL TR T D
T

O®RSICRUTIE. #9YayvIFCHTHIHRNE
DENDEHELTHL &,

ORSHIMN SRSHETHRE T, BEZRFHROIRRE(IC
RlcB, TOFERZTO L, FHIiC. R5HERE
RIFFERERTD &,

Q) AEIF1005 8 AIH(C59. 8mg (1.53mEaq) DAY D A
ZEZBIBCH. REFITHSEICIE. BREOBRK
BEPIIEBHEENR O DERDZELICERIT S L, &
fev BAYDLIMERH SOHNIBEICF. RS5%ZH
LT DIFEBYSNE=ZTDO o

Q)EIER

AFNG AL R A5 O RIE I S BUBREE DSIRE & 72 B AL %

FEMLTWave (AN R

DEXSEWER BEEAER)

OV ayIZRITENDDDT. MEZTHITIT
L ARE. OAREER. W5, K8, B2 BIE
FhponNicBalcld. ®BSZHIEL. BUEL
BZ1TD &,

@BMmeEm. S\RRIRESDSDHNDIENDDD
T, EHNICHREZITOIREHREZ o7V &£
BOROONBEICF. ’R5ZHRIEL. BN
BZ{TD &,

ORNBREFOERLERENDODNS I EDD

DDT. ENICRBEZITOFRERRZ (T,

EBENFRDSNIC
WBZ1TDT &,
OESEDMZERDS SONDTENHDDT, &
RETDITTV. CDOLDEERD D SONEHE
([ClE, BE5ZPIEL, BYFLBZEITD &
OBEREMABREDOMEZHSEELFKBERNDOSD
N5 ENGHDHDT., HRETDITTL. BB, 58
BIO RN GD SONIBAICIE. BEICERSZHIE
L. BYENBZEITD &,
®hEREIFIERIERAE (Toxic Epidermal Necrolysis
: TEN) . FZEHEIEERGEIREE (Stevens-Johnson
EIREE) NS SDOND T ENHDDT., BEE+D
([C1TL. TOKDIFERD D SONIEBEICIF. &
5ztibU. BYsLBZETS .
@OHIMEREBER DD S ONDENDDDT. EBHR%E
T(TfTU. S8R, BERFE. MER. FRREEDEER
KRB SONEHBAEICIE, BE5EFRLEL, BY)
FNBZEITD T &,

malcld. ®R5ZHRIEL, BUE

2) Z DfthDEIERA
TREVERDH 5 bMWD I EWHHDT, TD L) R
RO BN AL, RIS U 52k 2% &
W) R EZATH T ko

TR\ FEE MOE R W
WO ORE | BB BB, HRE
M | WFERERIE S BRI MR A, A
JiT ik | AST (GOT) L5t
Pe 530 | A, FHIR%

M EEICB A, Y=y va - AT R
Z Ol | A =S GEE. EUBBK. RSO

FEBL WD)

AEEE~NDIRS
— I HEE TIXAEBREME T LTV ADOTHET A2 L
EETLHIE,

O)tm. ER. BABE~NDRS
D) i O3 IEHR L C W A W R0 H A ACiE, E#E0F

WMEDERRYEE B L HB SN AL EICORZET S

o DHERT OB G 2 2L LT e, ]
2) RA G L, BAEFILSELZEPREE LV, [ b
FRAF~BITT A EAME STV 5, ]
B NREADIZRS
R AR E N, BraA 0, 2L, S Sa/NR e 5 2 atk
BHEV. LT e (EINIZ BT B RERDS D ) 6
(7ERLDZEE
1) BN E SR

FIRNTESC D 72 o TiZ, MK - k2 &8 % B

A2, FTRUOFIHERETH I &,

OF—FANDFAZFEFIA T D vz & T2, KA
|, FrER, R, R, ARRICIEFICERET A 2k,

@OMRGEITIME 2 BT 5 X HEET A &,

@FFS 2R AL E &, BEEHRAZY., MMEOBTRE
ATHAEITE, IS ARHE. A E 2 THEFT
&,

OEFHRAT I, k2 AR5 20D 5,

2) RUTERR RS

FUEFHEC X 0 W, e OIfREZ R T2 R

HDHOT, [EFHPAL EHTEFICTER L. A EE

ECTELZTELTAHIEL,

[ 9 8 %8

[BE]

(NMmAsEE >
RN (n=24) 12_R=31) ¥ GF MY & 24007 Bifr 2 fi A
WS- L2234, MhiEEoE—2 155 %ICH 0. 20
SEIMEIE5. 7T3HAL/mLE /R L. MR L. 3R
0. 2584 /mL % i 72,

(2)HE:it >
fEFRA (n=21) 12=31) ¥ GF MY ™7 54077 WAL % i
WG L7234, 5% 3 To PR bR
49.3% T&H - 720

(AT
I 2 HHAT kg E LA, 1 IR O &I~
OFATAEE > > i > 75 - IO HE > FIE > 45 1 > il >
FFONRIZ S fE % R L7z

[ % & 1]
(Min vitrotE{ER "~
NYYNRZVY) Vi 7T AR RO Y T ABIEREIC
I INPUEEM Z R L7,



HIRNZ2) GV L 2075 BAL- 10077 BAL

o oBOW F/NEBMIERE (ug/mL)
Staphylococcus aureus 209P 0.03
Staphylococcus aureus Smith 0.03
Streptococcus pyogenes ATCC12344 =0.008
Streptococcus pneumoniae ATCC10813 0.015
Streptococcus pneumoniae ATCCBAA-255 0.015
Streptococcus pneumoniae ATCC49619 0.25
Neisseria meningitidis ATCC13077 0.015
Neisseria gonorrhoeae <0.008

CHERKRE"
RYINR=ZD) v OVEHEF SR MIEED R T K71
B ERHETH Y. AFETOREIK L TRERICIERT 5.
MifE7 o BBz EOMEET RV F—PIZIVESIC
A bEh b,

(B ICET IE(EEMAR]
HOR R IMRZ DY VA I ORI

DHETH 5,
AREIARITHD THEIFR T L. T8 2 —)b (995) 12
Fiz < v,

— B RN RZVY A YL
Benzylpenicillin Potassium
B & :PCG
{E%4 : Monopotassium (25, 5R, 6R) -3, 3-dimethyl-7-0x0-6-
[ (phenylacetyl) amino] -4-thia-1-azabicyclo [3. 2. 0]
heptane-2-carboxylate
DFR : CiHirKN.0.S
SFE 372.48
BaE
H CO:K
0 |

S
| IS °
5 HH

DECREL (logo 1-F 27 % 7 — Vg /KiE. 20+ 5C)
pH2.0 pH4.0 pH6.0
2.6 0.83 —-0.68
(B EDEE]

AAPEIRRTERL DI T 52 &,

= =]

HHHR=ZY Y Y GH Y 7 22005 AL
1N 7o 2007 L&A 1054 7

HHHRZ Y Y GA Y 7 21000 HAv
1N 7 10005 A& 10854 7V

(£ & X #f]

1) JEA G784 e S Al A I S i © PUps: WSl IE Al ] o
Frl &

2) Holland, S. M., et al. : Antibiot. Chemother., 10 (1) : 25,
1960

3) FMEERRIZA ¢ ]. Antibiot, 4 (9) : 537, 1951

4) Gourevitch, G. A, et al. : Antibiot. Annu., 1959-1960 : 111,
1960

5) WHETI3) © HARbF GRS, 57 (S-1) 11, 2009

6) Williamson, G. M,, et al. : Lancet, (7182) : 847, 1961

7) HLdE HARSE R iRdiE - C-5088 — C-5092, 2016

[SZiREERE - HEBERSEVEHOEE]
Meiji Seika 7 7 V<A < § 0 H#%=
T104-8002 HEHSHYLIX 5iH52-4-16
7Y — %4 ¥ (0120) 093-396 & (03) 3273-3539
FAX (03) 3272-2438

BLEIEIT

Meiji Seika 7Lk KE1t
RRBARKRE 2-4-16
_3_

L-PG



%% 20204 9 HLET (481400 H A o it 0 B

%20104 3 HEaT 876111
K 7 = | 21900AMX00686000
¥ M DR 20074 6 1
HEMEOc o sl Wi 52 BH 4 19814£ 9 1
LI HA FERE AR 200049 J1

VIVIE 1/ SRR S S S £ 2OV IV/E N - ®
CEERET NSNS GER40T
E%ﬁﬂf‘%‘g?i LR BICILLIN® G Granules 400,000 units e MSD

FEFIIIRR © AMEIC 3R N TINRZDY DR A F LK FIEER

TR ROBECEBELAVIE)] (BRI LOER:
” 10 e At X L S oo BEAE S o 1| EERS (ROBEICHEEICRETEE)
K AMOBITN LARGEOBEIE S & M () 7 = 2 FHAI T\ 5 R OB RE D 35 2 %
T e s . QAN IEIH, WBICAE LA, BI5, HRBEOT LY
s o samiRs s ] T BN U SR ARG LA A
% N= ) B T L O OREALE D 3 2 G REDHREDD L 8# U HBEAFHS 50T, $55
w® - = BT D0 PESREE S THEATS 2 L)
e 2. BELAAMEE
(#85% - 4EAK] 7 Sy IRRITIEDHLOT, THRMBEGD 2L,
e INA ) CEGYERI40 BAL 3. BlfeE
H - WAL - 5 VR ARG AR A5 O BIVE I SEBURE 2SI & 72 2 i A % il
. - - SIS ———— LTWwiv, (HEESLI)
MK DLH: | HAEES Ny VlRzy) YR UHEF VK (1) EA L EIER
& B 1 g Pz 4077 WA WD LD REWERA S 5 bIDZ L BB DT, KL D S
: : pra—— : PR EIIE, B5 2 IEL, WRRE 2T 2 &,
ii“?fid?i???;iﬁﬁﬁiéé D3y GREEAY) MR E LT, APUs, DR
S B sy REI00E. AR, B B WIS, I, R, HW. ITSNHLDbNL D LA
uavrs7e, walles. m , HHOTHEE AT &,
FhoVyFes boa—v 2)AMMEN CHEEARY) @ B A MR END bR L
PR P W B DT, MK Z FEii§ % 2 EBig % 5501247
") Z o
DEEUBL. SMBRE (WFERLHIEARY) © B2 Sk
[%hEE - SHE] ERHLbIDL I ENDHLDOT, EMIICHRAELERT 2
<EISERE> e BB R T

NUTINRZD Y IBMEOL > HERE. AIKE. B3 LR

DIBEEKRIEE BB © Mm% fF ) EE 2B 555 5

x—~ MDD b . BMEOTRADH SN
FE BT 2 % Sl R REEIT) Lo
<BICIE > (2) Z D DEIER

N - ) NERR, IREE - BREER. RMA. SMREXIR. M

K. BUEFRSREO RS, BE. FEL BISER. EIH

RO X HIER T RE DD S b7 ITIE, &5 2Pk
A% LMY MERIT) 2L,

U7 FHOIE T I U A
Wi e, S5, L
G - RRICEET BEA L0 A ok, 6 IS
sou W - R, hBkd. AN, MHE. BEMEAD it UFRRERHN S i
BB 7= Tl [HUE W O 5] X ) 250 L, P
LR 50 BN 2 HI L 72 LG AR % 55585 & HI Ly PPMEREEE (AST (GOT) B3k ALT (GPT)
SNDYAIREET B L, 5t)
Wik T, B, ARORR
(B - HE] Zoft WBEZCBTLY—U v v a - ALY AN
B AN SIS S SRS F S KE & LT 1 B4 A2— s Gi#h. 2BEEK. FHS0R
FHfr£ 1 B2~ 4 ARORET 5. B, ERORE)
BEICHLTIE, BE. KA 1E40AEM% 1 B3~ 4EBREOKS
15, - 4 EREADRS
B, ER. ERIC L ETEET 5. AT B C I B AE T LT\ B O TR B & BT
j_é: tO

P — . 5 4R, ER. BARZEAORS
R ARICEIET SRALOZE HERR S ATIR L e 2 TRERE D % 2 B AL 12, e L oA 2 e

1) BREERE - :
nded=t B e e e BB L% 2 HITS B A 0BS5S b, EE
IEJEG) ﬁxﬂino)ﬁé%%buli\ ?XL?‘E%. *X%‘Fﬁlﬂ;ﬁ‘i@ﬁm @ﬁ%’b:ﬁgj—ézéﬁ\‘ﬁci%jLT‘J\&\/\OJ

iR S B R EMEIES T A2 . ([HERS] ©

THZHR)
QAR OB 7 Tl OB % <720, [Z=4pEEE]
FHIE U CRZM 2R L. R OER ELE R iV IR 1. mepERE
OHMOBEGIZLEDB I L, RN (n=12) 12, NY YR DY ¥RV FF 2R BERA0T ¥

RS Lasa, MPREOY -2 13 2KHEZICH D ZOFIHiE
0.17HA7 mLz/R L. 8HfRIZId, 0.02H47 ‘mLz D72,
2. ettt
A (n=12) 12, RY I NARZD) R YT 2RI ER4077 HAL
ERELRG LG, 8 CoP IR PRI, 14.5% THh > 720




E:3yE=32)

1. \nEEH

SHEHERE . Wi EREICH LI 2 AT 5.2V E 72, Ml b LRA—
< LT H IR T %,
2. fEF#RE

N OMIRES K 2 FHES 2 2 LI X D BRENIERT %,

sk WAEA SRR R RN D &R L T b,

(B2 IR d 2B R

— e XY VNRZY ) YR F VKR (Benzylpenicillin Benzathine
Hydrate)

b4 © (2S, 5R, 6R)-3, 3-Dimethyl-7-0x0-6-[ (phenylacetyl) amino]-4-thia-
l-azabicyclo[3. 2. 0]heptane-2-carboxylic acid hemi
(N, N-dibenzylethane-1, 2-diamine) dihydrate

5313 0 (Ci6HisN204S) 2 + CisH2oN2 + 4H20

i 981.18

P IR Ao REORERTH 5.
AF 7= VFTE 7 =) (99.5) WTHEIFHIT L KIZIZEALHE

Fw,
s
o M JCOH
H N/€<CH3 H
WN"' g’ "CHs| - QAH/\/ * 4H20
H H
°© 2
(3 %]

1 gH4075 AT i 100g

(EX:3749)

1) A58 (e SR A% A A © PUBZE B E I o Fo 1 &

2) Sabath, L. D. et al. : Antimicrob. Agents & Chemother., 1970 : 53, 1971
3) Maxwell, E. et al. : Antimicrob. Agents & Chemother., 9(1) : 11, 1976
4) KAPMR Al BgiE 5 4ERE, 47(12) © 506, 1973

[t KE - HaiFHRsEOE D]
MSDHAAH MSDHAY v K- bk 5 —
BOHRTACH X JuBIk1-13-12
BEHBAREO S © 7 1) — 5 4 % 10120-024-961

BUEARTEIT

MS DHRAEH

RRBTHAHRAEI1-13-12

AD0060-33



AT LEEZSRST L2 L,

20XX 4R XX H{E (45 140 BAEEEAMEES
BEER=2) UEEA| 876111

B & 28T MFEEERD R DNR= Y R F KK IE T L T 4V RV ) Y

HIM:3 4 R TIA RO KRR TE 60 HE Y o2

R T I RO KPRV 240 T HAL T 2
Stelues® suspension liquid for intramuscular injection 600,000 units
Stelues® suspension liquid for intramuscular injection 2,400,000 units

) EE-EMSEOALTRICL VT L

ERES
HRIERAE

00000
0000

00000
0000

222 (ROEBHIZIITRELEWNI L)
2.1 ARFN Okt L BUE OBERERE O & 5 B

3. HERK - MK
3.1 #RE
W 52 40| AT A ZKVERRERS | AT A ZOKVERGE T

TE60 THAL Y v 240 FHAL Y Y

BRI | RUVOAR= Y R | RUUAR= V) Ry
gy (1 CYF KR (B | BF KR (HR) 240
PG &) 60 5 ELAL 7 B

)

LTy 4.42 mg LvFr 17.7 mg
KREVTF L 0.88mg | KELF > 3. 54mg
FNFa—AF M| Iria—2F Y gL
2 5.41 mg 21.64 mg

WAl | N7 XV RREBBA | RXT AR VLEHFBAT
1y |FN 1.17 mg L 4.68 mg

Yoy |ARE Ry 5.85 mg AERY 23.4 mg

1) RIAXVLEREBRT | T4V R EBEERE T 0
2 e 0,13 mg BV 0.52 mg
MoKy 2 EEF R Y WK = EET Y YA

2 6.51 mg 26. 04 mg
R HIK R TSR R
3.2 "WH DMK
W58 & | AT A KKMERRER, | AT VA RIRIERRE S 1
TE60 THAL U v 240 FHAL T Y Y
pH 5.0~7.5
PR AFNTACOBRBIE TH D,

4 R EHR
GERS

% b LA —
GRS

wE (BRESERQ

6. AR UA=E

AL ON3 mRLh o/

<BHESE>

W, RPN = ) b LT 240 HHAL A BE], ARRIPICEE
T %,

EEESE>

WE, NV =v ) & LT LA 240 FENL A (A, §
3EL AANIZIERT 5,

2 meLA b 13 A AR O /N

<BRfiE>

W, NP AR= ) b LT 240 T HALE HEL FFRINICTE
H 2, el T, KEICIVERHRET LN TEXD,
<&HEE>

WE, NP =v ) b LT LA 240 TEALEZBEIC 1A, G
3R MANICERT 2, 72k, FF, REICL Y EETRET S
ZEMTE A,

2 ARG D /N

Bk XBE. RHES

WE, NUUAN=V Y e LTIRE D kg 720 5 THAL A
E|l, FHANICERT S,

1 RERUVAEICEEY 58

T ARF AT DB, EPSNOBREH A BT A % B
DFREZBIC L TRETLHZ L

8 EELEARNEE

BN ARANCE DY av s TFH 74 TX 0 —ORAEEMIEIZTH
T%Qﬁ&mkwmf\&@%%%& ZE M9 1 11
Z ]
C FANCBEERESE LW T el x24T o 2 &,
WS\ L DT VLR — R P e ?5 L,
CBEHIZBE LT, BTV e vy 7T A RELEO D
Hfiiz L Tk Z &,
'&5%#%6&5%f%if BEZLEFORBIZR T

IBEERAT ) Z &, R ERIGEZITEERE BIET

Z):to

8.2 MR, A ERESFOEERERENRHODND Z L
o D728 ARANEERT 2 BRI 3 B B A 4 i
5%, BEOWRELHICBET L L,

A SR e

-

—
-
—

I RENEREATHEFICHTHEE

9.1 BBHE - BERZEOHIEE
9.1 1 RZVYVRRIEE T T LARRAEYME 123 LIBBYE DBRE
BOHZEE (zZL. REIcH LABEOBRETFEOH S EE
IZIETRE LRI L)
[8.1 &]
9.1.2 RAXITTHE. RBICKEXWHR. BE. ERBEOTL
LWE—EREFRBILOTVEEEEFT HEF
9.2 BT RE
ARAOMAFREN EH L, RERARRS Hobh s BENRH
%, [16.5 W]
9.5 1¥4%
TR TR U QU2 BTREME D & 2 AePEIC 1, 159 E oA 25k
MEREZ EE 2 ST S EEICOREETH L,
9.6 {B3LI7
169 EOA MR O R EOA ML B R L, 23Ok X
HHIEERFTT S 2 &, b ML A~BATT 5 Z E @t &
T35,



9.8 EiE

—RICAEBEBERE DMK T LTV D72 AR O MR EER L5 L,

BIEM 2N H bbb BTN H 5, [16.5 ZM]

10. tAE{E A
10.2 BtREE (BRICEET S L)

s
- RHEEER | SR ORE, =25 R
A GO TE
T R R O S | BREE . B, MEIZNE, 40
S EUR. BRI
. S, WL MRS, HAFE. MR,
R i, WEELZE . BBOURIG. 2. BRI L,
R T
U, MR, . G,
bo 4 farany N i
PREERUE | pppe oy U oo, SR i
i R R AT BUN#§I, 27 L7 F =00, L& GOT
B
Z Dfh, Y=V v va s ~T ANA %

KL F HARER - HiE BEFF - fEBRINT-
Fik
bRl FE A AE 1) A M 5R | HUE 3K oD R OB I 4 i
o TAHABENRD | ARERI NS RN D
V77
Yy %o Do
e
TrRR | fETR=v Yy | TR RRR= )
R MEE A H x| OERMESWEHEAEIC
; ; fEFLZLiIcL =y
i A R AT X
FWERESE )Y o 212 5
° Do
1. BIfE R

WORWERBSH HbNDZ EBHDHDOT, BEEE HmITiTn,
BENRO LN GECEEEE R ILT 5 72 P R0 E s
152 &,

1.1 EXGEIER

MNA112avy, 7r7243F% 20— (WTRLHER)

(8.1 &M]

1.1 2 AR R R (B RB)

BIFEERIGR, 70X MY DT b T 4 7 4 VIR O
Bark) BERKNBRISODNDZERH D, Mk, RO
THING BN HAICIIE DI GE2 R 57 LY 7
Wi x5 2k,

11.1.3 hEMRKEIEIERAZE (Toxic Epidermal Necrolysis :
TEN) . R[S #5REARYE 1% B¢ (Stevens—Johnson fEMREE) (W Fh b
BEEERI)

M 1LAMEREEX. SEBTEE (WFHh LEERDD)

.15 AmMEm (EERP)

1.2 Z Ot EI R

BRPEARIH

Feis (RS IRES, HIBAERE ) |
RS, IR, RN, iR EREOS

UL (e, BN WAE, PAER. JEI30)
T VLR —MEME S, O RRIE, Y. &
THE, R

R, SEAR. B, s, gL
iR, MEEERRRMEROG, K, T7 ) —
b

WE g, M SR OF | (EBRSRAE PP IRE,  JEERF-L
HOERRIE &

MR OV o7 R | AFERERIIE , FAMERISAE s
B KE. U o HiE

PREAE, REE. FREMED E U, IR, $E
Bl R, Ll RATMEATHESE. ENE,
A 7 FIEMGRE (EEE DOSFEL 2 11 5 Flk,
SO & SIML, FEORMA) | AFFAT, R
B, B, ==a—m/"F— B, WA

R - R RIEE

H
MR e Hi. KW
AR Bl WERE, MmAE, AFEEsE

Fix SR RERE Fi% A%
W O B ;E\ﬁﬁﬁfh%\m%\EE%\aT

TR K OFERE | A VR T A Rt EIE

BERE B OB T #iLig | FETT

13. BERE
PREST 2 RIS R R B2 BT 2 8203 d 5.

14. BRALDIE

141 ERIRSFHOEE

14.1.1 B5-A0C B TR IRE K O D 28003 72 W ) fese

T 5 &, WRICHL - IRBESE AR o T2 GA 3 Ly

Zk,

14. 1. 2 RFNKGEE A AN G OB AHEH UL B L7280 H &
BRN (O BERNICRET 2856 b &) . BRI &K O
RTEE~DEE G-I TN &y 2R B DOENL~DEHIZ LY
KR RBEE NS Db dBENN®H 5, -, FRlIkME
BAZ & 2 D R R OFE A A S Tn 5,

14. 1. 3 ARFNTEH D LAMAIIL 5y 1 (FFRIERR) ST A o
I ERESA AN 35 2 & BIAMAIRBR~DARF D v i
L 512 & 2 KBRIUEH A ORRAEALSLEREN RE STV D7z
DRTIMU KR~ O Fe 513 HESE Uy, B, SR SUI/ R~
DEEGIIRERFROIMURE AL E LV, £z, B0 IR LELHT
LA A LT T 5 2 &,

14. 1. 4 KANTKEPED @ 2D, 240 JTTHEALIZIE 18 7 —, 60 )7
HZIZIT 21 =V oEgst 2 v, giEEsrnk o v
oK D E—EERETHERT D Z L,

14. 1.5 FEHEARA L L & WIRC LONEEFHF 220 | MK
DY E PTG A TE B AR E . S a2 THERT 5 Z
&,

16. EEEE
16. 1 M2
16. 1.1 B@EI% 5

H A N EEER A AA 240 THAL 2 HEIFFELZ & & XY
NR= U O e PR R R 48 BRI TR D L A
23T ONENE 188, 8 B TH -7 1,

B58E | B | Cux(ng | Tuax(hr)® | AUCiu(ng | ty(hr
/mL) ) ~hr/mL) )

240 J5 61 | 259.0( | 48.00(3 | 50770(1 | 188.8

XA 28) . 00- 1 +50. 9
48. 00) 8

ST (AEBRE)
a) HORfE (fEDH)
b) BT R 2




=Y (ng/l)
& &

Ml s
g

5% (hr)

TR AR AT AT 240 J5 BANL 2 B[R TR L7- & & o
RyVAR=V Y VRE (Pl #R

16.3 %

R AR AT AT 240 J7 BT 2 BB L7e & & O RN T 04534
KEE (EERE) 1T 7110L (30%) Tho7mV, Roo=v
VAR EITHER IO D, NP AR Y DR Ry
AEARITF 609 TH T,
16. 5 HEftt

TiER, RN UNAR= ) I EICERIC X o THREIEE
%, [9.2, 9.8 Zf]

18. EHhEE
18. 1 fE R
HEOR= ) UAEE & 7 ORI A A L,
OFMAREE D F Ry A2 ET 2D Z 212 X0 My ZREOHIE O
FRRAEE 2 MG L. MRS OB T HIRE N 2 5,
18.2 In vitro¥iEER
RPN R= Y v OfEE R LR F—~ (Nichols ) 1Zxtd
% /B BLE B EE 13 0. 0005pg/mL & DHERH 5 2,

19. BN ICET 2 EIEFEMHIR
—EIL TR N VNAR= Y R F LK
{54 (28, 5k, 68) -3, 3-Dimethyl-7-ox0—-6—
[ (phenylacetyl)amino]-4-thia-1-
azabicyclo[3. 2. 0Jheptane—2-carboxylic acid hemi (N, N —
dibenzylethane—1, 2-diamine) dihydrate
%\%fﬁ: (C16H18N204S)2 * CyeHzoNz = 4H,0
Syf-H: 981.18
MR BEofiiatEmnER
s SiEa v

L
zT

Nt CHy N 4O
! ] Is * H

22. @%
60 JTHAL [1 2V ]
240 HHANAL[1 >V ]

23. EEXHK

1) AARANRERERAICIT 2 3R [20XX 45 XX H XX H7&GE

CTD2.5.3. 1. 1]

2) Norris SJ, et al.: Antimicrob Agents Chemother. 1988 ;
32(1) :68-74

24, XEERAERUVEVNEDHE L
77 A P —kkAad AR 2 —
T151-8589  HURLAREEA KA~ R 3-22-7
FHFHR A A YL 0120-664-467
FAX 03-3379-3053

26. BERFTTEES

26. 1 WiEHRFEIT

7 7AWt
TR AR & R 3-22-7



R D= R W F AR
1.8 IRf3CE (%)
1.82 MREIIHHR () , HIELUHE (B) & X OBERL

TABLE OF CONTENTS

1 ZDEE SR () & B DRRITEMRML ..o
L1 BHBESUUTINIE (Z2) oo
1.2. ZHEESUTZNE: () DRRTEMRML. ..o

2. JHEROHE () EZDRRTEMRI ..o
2.0, FATERCOVHER (Z2) oot
22, FEROHE (82) ORRTEARML ...oooeeeeeeeeeeeeeeeeeeeeeeeeee e

PFIZER CONFIDENTIAL
Page 1



RN R F A
1.8 I 3CE (%)
1.8.2 ZhEEIIZN R (8) , AIEERUHE (8) 20X TERIL

1L EEXIEHE (R) &ZORERIL
1.1. ZEEX IR (R)
<30 i A >

Mies b LA R —~
<3 >
Mg (HRMEERZBR<)

1.2. ZHEESUIRI R (R) ORERIL

RUDNR=V Y o ROPF kT (PCG RUHFF o) fHEFNE 1950 EA10 K [E TER I
TURE, AMEICBONT 70 L FHENTEY, RABIOVNEERE COFSMICET S
RICEES X, MHOEEREIE L L COMN 2N L T\ 5,

H AR NRERERR N 2 5512 PCG N P F o 2 HEIfET 5585 1 FERR T, ShE &R CHEL D
HECHHFIRRICLER PCGIEELZ BARANTHEMRARTHD Z LR ENTE (FVa—b
253HBM) . EOICHHEORRKE CHHMEH M LA —v I3l 7=, SNEAMEREEIC
*9 2% PCG RUWF U HEAIOBEERBERE D, BARAANCBWTH RO AR IFCcE D L
Zzbnb (B 2—/L 2562 HEBM) |

B, BEOHA R A TIIMEMER R L CIE PCG O#EARNIES M HEE S CTEBY, PCG
NP F o TIINEREN TH072 PCGIREAZMEICITE LNV E VW IR H D Z &
NS, KREIOEEGHENHMREEEZRS 2L Lz (EVa—/L 2543 HEBMR) |

F70, BARMNMERRAZ MG E L7286 1 B OFERCUES IR OZ&MEOFE RN, EN
BEAGROR O A3 L OFEAIRC, MEAMCIBIT D PCG R F A D2 M R L [FIRE D %t

JEEATH Z LT, ARNOLEMAZEMHT L LNARTHLEZEZBND (EV2—/12564
HZM)

UEDZ LD, HcEfEE HE L ARr—~] , #IEL e WEELZR) | &
RIE LT,

2. ABERUHE (8B) & ZORERL

21. AERCHE (8)
R ON 13 5% LA _E oo/

<Rt

W, N UNN=v Y b LT 240 T HNL AR FTRNICERT D,

<t WiteTe>

W, NUNR= Y L LT E 240 THALAZBEIC 1 EL G 3 EL FHRANISERNT S,

PFIZER CONFIDENTIAL
Page 2



RN R F A
1.8 I 3CE (%)
1.8.2 ZhEEIIZN R (8) , AIEERUHE (8) 20X TERIL

2 ik LA b 13 B /N
< R >

WE, RN UNR= Y b LT 240 THALAZ HE, FIANICHERN T 5, B, Fin, (KEIZ
LTV EEEHET AN TE S,

<% LI >

WE, XUNAR= ) b LT E240 THALZBEIC 1B, §F 3 8L fARNICERT 5, 72
B, Flin, AEICIVEERET 220 TES,

2 AR D /N
<HHVeRKMER, o RKiga>

W, NUNAR=U Y e UTRE Lkg 720 5 TELZ R FRNICERT 5,

22 AERCHE (R) ORERIL

12T LIZE 918, BARNMERERAZRSE L5 1 RO RS, 2ME & F UHER
OHE CHFHBEICVLER PCCIREZHARNTHEKAETHS Z LIl &, ENEE
O AKIF L OFERIRL, WM T D PCG N FF U R DL B L [FEEO 5t
BITH LT, AAIDOLEWEZEITLZENARETH D EEZ bR, MRYEZK « 1B
HA RTA 2020 DIFWNC LB 5HEICESL & (V2= 25111 8R) |, H-HHEE, &
TR A B e R 2R D QNS EE W A B DRI E S AR OB G x 5 L7 b,

13 0L FOFEEITEFEEMICH- 0, FREIXIIIERAOFFHNIZEL TWDEZ &b, AL HE
CHIEROHEZHELE (B a2—/1 25623 HBMW) |

2L EO/NRTOBEREIZIFITHRA L R L~ULISELTWT, PK A FEEIL TS &
AL END (FVa—/V2533HSM) , 2Bl B 13 R O /N ~OARF o Hik
M OHBEITERMICHRAN LR T & L, BEORIED D EMOS VI &I L2581 3, (R
EICKXVEEHETAZZENTEHLELE (BEV2—/V 25623 HBR) |

SMETIX 2 R O/NEORESE L CTHEFREOLBNERESNTEBY, WIOHA RF7A4 T
IXBEIOMERICS LTI 1B, F3EEGENAMLELE INTWDEZ LG, 2 R O/NRIZ %
L CRHE KRR X OV KR O 2% AFN ORGSR E L (FYa2—/1V 25623 HE
1IN

U bEaEE 2, MABIOVNRISH L 21 HIOR LEHELROHE () Z2&ELT,

PFIZER CONFIDENTIAL
Page 3



RN R F A
1.8 I 3CE (%)
1.8.3 il EoFEE (52) KOZE O EMRML

LR EOER () BRERL

A EoEE () 1%, WEk29 46 H 8 HATHAIE 0608 5 1 /R A5 lE EHK - AiGEA)R
R 30 20 599 FH 1536 5 D TR A SR D R R FELS DU TS HEIL L, ASH 00 K [E A S K VRV

[ DU LE 2 BB ITRE LT,

i LR ()

A EARAL

2EE (ROBEIZITRE Lz L)
2.1 REND RS2k Ui BUE OBEEE D & 5 B35

KIERAT SCE (USPD 1245
EERIE LT,

7RG O EIZEET 2R
7.1 KA BRC1E, BN OSHETA BT A 5%,
FMESEIZ L TRET DL,

BH D

YO CEE BT
E LT,

8. HE L/ SR E

BIAKNC KA av s, TTF7 4 T7F L —DRAEEMIEZIZTHT
XLHERRNOT, ROFEZEDHZE, [9.1.1, 1111 &
]

C FANCEHERESEICOW TR 2175 2 &, B, 4w
B DT VXIS TR T D 2 L,

AL, BT a v 7RI A RERED L b i
iz LTz &,

- BHBEO LR GE TH E T, BEEZLEHOREICRE, +
DIRBIEREITOY T b, FRIBRGBMGEZ ITEERERBE TS Z
L,

8.2 VMR8, AR ESZOEERBEENRHLLDLNLD Z &N
B DT, AR EE T 2 B3l BB S RE R & £ 5 &
BEOIREL 0BT 52 &,

8.1 ARHl G2z a v 7,
TF T 4 Tx WX
NTWBT=8, FHIDOUT
EEBEITRTE LT,

8.2 AK £ 54% (R MER &
%K, AEREESZOEE L
FEENREINTWND 2D

RE LT,

ONFEDE mEATHREEICHT I TR

9.1 AHHE - BEEREZED H 5 BE

9.1.1 =Y VRNt 7 = ARHUAEWEC 5 UIBEUE O BRI
Db HEF (7272 L, AFNIx LIRBUE OREERE O & % B#F 1
ERE L7z &)

[8.1 &[]

912 RASUTWHL, SLEBICRE S ME, BB, FBEDOT LIV
F—IEREZEZ LT WREZ G T 8%

9.2 FEHERERRE B E
AFNOMAPPREN EH L, BEA B HHbNABENNRH
%, [16.5 Z]

9.5 iT-ht
TR SUFIER LTV D Al REMED & 5 ot ici, 1B L oA &M
DNERMEE BRI 2 ST SN GEAICOBBEE5THZ L,

9.6 5L hm
T8I F OB LM R O DB M5 Z 8 L, 2L Ok X

USPLIZHS&&EL,

PFIZER CONFIDENTIAL
Page 1




RUDNR=V Y R TF A

1.8 I 3CE (%)
1.8.3 i EoiEE

(B) MU O EIRML

i LR ()

A EARAL

FPIEZRATD 2L, B MRIATBITTDZ LGS

TW5,
9.8 Elina

—RICAEFERESNE T LTV D72, AFIO M REN L5
L. BHERAD B Ho LN HBENDEH 5,

[16.5 =[]

1040 AAEH

102 PEHEE (BFHICEETHZ &)

USPLIZHS&ZEL-,

FEHIA 5 BRASEIR - HEE L | B - falRiN 1
Pk ifn 3K Hf g e 2 K589~ | ki 5 oo i ik e
INT 7k LRENDRD D, PIVE R 2358 <

L AREMEN D D,
=R SV N Mmigp~==sVU> | 77Xy RRX=
WEr BRE, P VY OERME S
WA SR X B, W BN ILET
LHZlizkyp ==
U O P A
HE 35,
11L& USPLICHEASDERE LT, 72

ROBWERN S HbND Z ENDHDHDT, BEELTHITITV,
FHENED SN HGE TR E 2 P IET 5 7 EilE ) e AL E &
1152 &,
11.1 ERARITEH
H1l1Yvavr, 7TF7 4 7% — (WF b HEER)

[8.1 &[]
11.1.2 {AREPERIG 2 (BEEASEH)
AIEMERIGAR., 7 a A NPT A T 4 7 4 WP RO I

BEE BEELRRKBRRO DA Z ERH D, R, HEO
THINRH HONTGAEIITELICEEZ R T 57 St
iEE1T 5 Z &,

11.1.3 W EEESR fe B0 i (Toxic Epidermal Necrolysis : TEN), £
[ HE AR JE A (Stevens-Johnson JEMERE) (W9 4L & BEEAREH)

11.1.4 BVEMER A, AMERREE (W90 b BEERER)
11.1.5 iR L (B8 FEASAR)

B, AANTH RN A Z
®Gg & LT ENE 1 FEERIR
B (B8441001 #BR) LIsk
WLENE LTV =o, BEE
IEARE LT,

1115 i tEg fix, o

R DN_R= ) SHHFT

BERAREIEM & LTHE S

NTZFRTEN, RANXERNT
KA i S TR P

=V AR BT ENBIE

EMAEL S LB R RIER & L

TRE LT,

11.2 = DAt gl

B LA

Bt (BER SR BB . RIRMERRE %) |
HIRIS | WEREATAIE, FERN MRk GE

T EUIE

USPLIZED &, JHIEUAT S
EEDEICRE LT, vk,
AAKNE B AN % %t
G b LT [ENE 1 HEERARRR
B (B8441001 iAlk) LISMZ

PFIZER CONFIDENTIAL
Page 2




RN R F A
1.8 I 3CE (%)
1.8.3 il EoFEE (52) KOZE O EMRML

i LR () A EARAL

FE, FEEA, VRIE, BHERR. L), FEME LTV R Tew, BB
X — P A &\%w%if*ﬂﬁﬁf\xﬁ&bko
VR

Lt B (i, SR, B, Wi EE, A
W, M RAERRIERS, R, F7 ) —
e

WP g MO0 R ONHERR | (RGO IR S, SR

pip

MR M OV o ™ R B | GFRRERBEANGE . i BRIsE . if /b
= fE. U >/ NEiE

FRREE, IR, TREIED F IR, 8
Bl R, ZEiE, MWTIEFRER, BHE,
A T AREGRE (R OSEELAZ M 5 Tk,
SIPEE S, BEDEM) | KGR, RERESE
B, B, ==a—nm3F— B, WRER

FEf - fhieE R

e
I B, K
T i A, M, (L, AT

O, R, MR, BAR. B
- ;E PRRRIPEIERE, MR, EAR, BR

AFER KR OHEREE | A VR T A FftahE

B K OVBE T Lk e | &7

—f s BHEE RO | SR EOEE, =27 UIEREE

BT O MREE
B S SR M ONRE A FEL | BARITIR S, B lbise, BAFIRIEE, I 477
ik P B IR, %i%ﬁﬁf
I, SRIE. TR, MRS, BEsE. T#iE.
B 5L i, eHe. BSOS, FofE. BER
e, 1B
R, mEEs . FH., REERE, BE,
I A o o e
FREEMLE S PRED LU, KRS
i PR FR A BUN HEHI, 7 L7 F = BEhN, Iy GOT HE

m

PFIZER CONFIDENTIAL
Page 3




RN R F A
1.8 I 3CE (%)
1.8.3 il EoFEE (52) KOZE O EMRML

A EoEE (%) A AR AL
Z DAt Y=V wa « ~NLT AN =i
13368 e 5- USPLIZHSEZ|EL-,

PS5 2 R ME T SR AR 2 T 2 B Th i 5,

14,36 il o E

14.1 FH G RO FEE

14.1.1 F5-ATZ B TR IR E K OMaF O 2L 3 72 W D fife s
52 L, WRICRL - I ESEER D> T2 aI3EA LanZ
L,

14.1.2 RANTIEE TN EE G- O I U, Bl L7250 S & D
AR (L OFHERNIZIRIET 258 bETe) | BRI L O
HEA~OBRGIIITDRN &, ZILb DA ~OEEIZ X0 7k
B REEN L LN LIBZENNSH 5, £, FHIRNES
(2 KD DRI L OGS STV D,

14.1.3 AFNIEE O EAMUMU S R NUXFERRO
ERICTRE AN 52 Z &, AIAMAIKBE~DO AR DRV - L
BeHAZ L B KBRVUSAT; OFAELLEME R WS STV D72
ATAMAIR R~ DR G 3 HESE UZavy, JAER, SR U3/ N~
e HITRERP R OIMUENEE LV, £/, BORLEFEET S
GBI AR H L,

14.1.4 RFNTHEVEDS E N =8, 240 JTEALIZIE 18 77—, 60 HHL
PLIZIE 21 =Y OFEEZ V., SRS E LR VEL D, o
<D E—THETHEHRTLZ L,

1415 FERHEZRIA LT & & WSS LONEZFA 720 Mo
W% AT SITEBICE A E . W E A THEN T Z L,

USPLIZHS&#EL-,

14.1.5 D FEAl O FF S
B BEITRE LT,

PFIZER CONFIDENTIAL
Page 4




Ry DN NPT A
1.9 —RIZFRICIR D SCE

1. JAN

RUDNR=V Y RO F KT T E - E I E A ASER S LR 28 4 3 B 7 HEA 54
ERE 64 ) ICULFO L Y ICRE STV 5D,

—REIL A
(AARL) N n= U R F K

(3%  4) Benzylpenicillin Benzathine Hydrate

2. INN

R NR= Y RO F KT r-INN & LC WHO Chronicle, Vol. 22, No. 10, (List 8), P.
464 |TINE AL TW D,

—fB)4 B benzathine benzylpenicillin

f& % 4 : N,N-dibenzylethanediamine salt of benzylpenicillin C16H20N2 * 2C16H1sN204S

PFIZER CONFIDENTIAL
Page 1



R DNR=V Y RO F A

1.10 #3E-BIEED

REFEEHOELY

L4 - B4

(2S,5R,6R)-3,3-Dimethyl-7-0x0-6-[(phenylacetyl)amino]-4-thia-1-azabicyclo[3.2.0]
heptane-2-carboxylic acid hemi(N,N'-dibenzylethane-1,2-diamine) dihydrate

HEIE

H CO:H

NS _CHs H ’\. W
. - ,-'\{\ - SN N/"‘- — N\/ P
~ v N H\ & cH . { U N .
i

BIRE - R

<WISER >R N LA —~  <GHE> R (R 2R <)

Ak HE AL OV13 @l Lo/
<FL 1M >
WH L, N NR= Y b LT 240 T EA A BB FHENICERT 5,
<% HiHE 7>
W, NPV =2 ) b LT LA 240 FHA AR 1A, 3 E. AN
IR 5,
2 LAk 13 R /N
<FLHiHE >
WEH, NN = ) b U 240 LA BEL FRNICER TS, 2
B, Fft, AEICIVEERET D ENTE D,
<% 7>
W, NP =v ) b LT 1 E 240 FHA A BEIZ 1A, 33 E, AN
WCHERT 5, 2B, Fi, REICLVEEHETLIZ LN TE D,
2 AT D /N
<R R MR, R
Wi, NV Y b LTIRE 1 kg H7- 0 5 TN A2 BEL ARSI
45,
BRSO E
4 O < AT A ZIRMERRE T E 60 AL Y P>

AT - Sy

13U PR DAL= ) RO F kR (RJE) & LT 60 FHAL
%G A B KRR S

< AT AN ZKRMERRE T E 240 THAL VY P>

13U PR D= ) RO F Kk (HR) & LT 240 FHAL
BEH T B KRR

=i Hi[m] e 55k
T BEHRERE HEWE D B bt B
— WA >5010 mg/kg
vk (& R) JEHER 5010 mg/kg
WA >5010 mg/kg
~UA (S, 2) REIEA 5010 mg/kg
7= AN >50 mg/kg
fill 12 HR 7R EIE A

Yav s, TF74 7% — (TR L HEAR)
(AIEPERIG 2 (B RI)

Hh R £ R AP R SIE (Toxic Epidermal Necrolysis : TEN), R Ji kIR E
(Stevens-Johnson JEMEHE) (W90 S SHEEANEH)

FIEMER 28, AMEREE (Wb HEEARR)

PR (HEEERE)

PFIZER CONFIDENTIAL
Page 1




Ry DNR= ) R F L EEH
1.10 BIE-BFEEOREFREEROE LD

Z D ORIEH
B

M EUE Bz (BEIRLBRES . HIBMERER) | #
BRI  WRSATERE, JEEN, MiERARsOs CE
FE,OFERN, TRME, BAERE. JEITV) . 7L
F—PEMAE SR, D FEIE, 7. BIE, &
i

i A R RIE, SEAR, B, s, e s
g, I REMREIESOG, K, T/ —F

WR e, BRI L OMERRRE T | (RPRSAIE, WPORIR S, SErpL

Mg LV >R EE

GFBREREEINAE . H M ERJSAME, I/
SiE, U >/ HiE

Rt - PR R EEE

g E, IRk, FEEMED v, R, 85
Bl AL ZEIE, MEERRER, BHE R
A 7 RGEfERE (R DBEEL 21 © Jollk, LBk
X, FEDRM) | KSR, FEEEIEE. B
W, =a—nm/NF— O, WRERE

R Fi, kY
H Ik Bl WEe, ImfE, s
B L ORI R OE. PRRRIRIMEREDE. MR, AR, BAE

IR L UHAEEE

A VIRT VR Rt EIEE

B2 36 & UV Tk b

FEIT

— % - EEEER X O 55
NEDIRRE

FAERBDOHE, =27 VIEGH

i b SR ds L Ot & ML R 75

PAFRTE, HER, BEEiRHEE, I4 70

EVIR . BRRUT AR e

Be G VIR, RAE. FERE. RS, BESE. VEAE.
1.,
WRBLAS . BSOS, ZEAE, BRI I, R TR
5. 185

S KT A R, MR, B, REAEA, BE, I
D LU, RS

i R AR AT BUNHEIIN, 7 L7 F= 400, iEGOTHIN

Z DA, Y—U v T ANA R

ey 7 7 A V=St

PFIZER CONFIDENTIAL
Page 2




RN R= Y RO TF TR

112 RAEE—E

RS S BEEES IR %% SR I RREHHTT MERORS] il s
FEI3H  AECHETIXE
32 FT—ZXiIWMEE
325 JRIK
3.2.8 — ~eop=vyo_vvFo Iy F U IR 77 A H—tt 20l ~ 20l 77 AP —th P4NES| FENE R FEAT
3.2.Pp Al
3.2.P - NUPNRZ Y L SUHFF AT ) 77 A Ptk 200 llA ~ 20l A 77 A SHE FEPTRERY FFf
32A O
3.2.A — Z DAt 77 A YP—tt — — ZANES| FEPE R A
Bad  HFERRBRBEE
42 REHREE
421 FKPEABR
4211 RS 5B
— — BB L — — — — — —
4212 REIRAYEBTER
— — LB L — — — — — —
4213 ZEMEIEHRER
— — RN RERH L — — — — — —
4.2.1.4 HIERSEYE AR
— — LR L — — — — — —
422 FEAEhRERER
4221 HDHERONY T—a HfEE
— - U TRL R L — — — — — ~
4222 WL
— — LB L — - — — — —
4223 i
— — LB L — — — — — —
4.2.2.4 AR
— — LR L — — — - - —
4225 et
— — M ER R L — — — - - —
4226 HYEREFHEWAEAEEN GERK)
— — BB L — — — — — ~

4227 FODOoIRYEhREIER

PFIZER CONFIDENTIAL
Page 1




HRS 48-HRS 96-HRS OF WY-12556 AND BICILLIN RABBITS

Ry DNR= Y o RFF A 112 IRfHER—E

TR 5 BEBET Y o BB RN R A | e WEES w2
— — MR L — — — — — —
423 FMERER
4231 H[EEREGEERER
I . wo Jwenn Jex
42312 GTR.03928 T;gg{ﬁogggggtglegﬂﬁ?g DOGS MUSCLE INJECTION SITES WY- o _ P — - "
4232 RERGEERER
— — MR L — — — — — —
4233 EinEtaER
4.2.3.3.1 In Vitro B
— — AU L — — — — — —
4.2.3.3.2 In Vivo Bk
— — MR L — — — — — —
4234 P AJFPERER
42341 RN AJFEMERABR
— — AR L — — — — — —
4.2.3.4.2 FHISUIHREID AR MERER
— — MR L — — - — — —
42343 ZOMMORER
— — RECHER R L — — — — — —
4235 ‘LFHFE 4w
4.2.35.1 ZHRREKR UK £ COYBIMIEEIZBET 535k
- — MR L — - — — — —
42352 W& - JRIERBEAICET 555
— — LSRR L — — — — — —
42353 HARTR O AR OFAE N RHEOMEREIZ BT 2 3R
— — MR L — — — — — —
42354 FrAEREZ R
— — Rk L — — — — — -
4.2.3.6 JRATHREMERER
o e ey T - |- wn Jwen [ss
42362 GTR-05218 WY-12556 I-M IRRITATION STUDY IN RABBITS |_ — e R 5% e
12363 GTR.05292 HISTOPATHOLOGY REPORT MUSCLE IRRITATION STUDY 24- ‘_ _ I — . "

PFIZER CONFIDENTIAL

Page 2




R DNR= Y R P F AR 112 RAEE—E

HEEOTER % |EFT—F 0

MIERES BREEES ZA b EE REBREEHIH REBRER R (EPNAAE) EEEE DRl e
4237 Z OO MR
42371 HuREMERER
— — MR L — — — — — — —
42372 SfEmEMERER
— — EE R L — — — — — — —
42373 FEMERBLOETIZEET 23R
— — MR L — — — — — — —
42374 (RAFMERBR
— — A E R L — — — — — — —
42375 REHW DR
— — B E R L — — — — — — —
4.23.7.6 AHliH DB
— — EE AR L — — — — — — —
42377 ZOMMORER
— — LM L — — — — — — —
43 ZEM
— — BNV — — — — — — —
B5H BRRARBRE &
52 2MRRBR—EE
5.2 — LR — R 77 AP —tk — — — — — —
5.3 BRI E N O BEE
5.3.1 AWl s &
5311 A AT_AF7E VT 1 (BA) BRREE
— — AHERR L — — — — — — —
5.3.1.2 EBARBR K CEMFRIRSEM (BE) RBHREE
— — MR L — — — — — — —
5.3.1.3 In Vitro - In Vivo B Z Kt U 7= kBt &
— — BRI L — — — — — — —
5.3.1.4 AW B OB B AT IR i
THE VALIDATION OF A HPLC-MS/MS METHOD FOR ‘
5.3.1.4.1 B8449001 THE DETERMINATION OF PENICILLIN G IN K,EDTA - 2 ~ 2l China Hh [ PGB Bk i
HUMAN PLASMA
THE VALIDATION OF A HPLC-MS/MS METHOD FOR
5.3.1.4.2 B8449001 THE DETERMINATION OF PENICILLIN G IN K,EDTA ‘- 2 ~ 2l China PANES| FEPN R 2% R0
HUMAN PLASMA Addendum No. 01

PFIZER CONFIDENTIAL
Page 3



Ry PNR= DY U _RUPFF UG R L12 AR

HEEOTER

RNERES BEEERS 2 A kv e SRR S i KB E T pihaid=t B E |BFT—FD

DRI M

i

al
s

5.3.2 b MEMKREEZ - KB R R E OB RS E

5321 IMAEEAMLGHABRREE

— - LR L — — — — — — —
5.3.2.2 TR K O WAH AR RABR S S &

— — LR L — — — - - - —
5.3.23 flidb MEMRFEEEZ HW RS E

— — MR L — — - - - — —

5.3.3 lERIEyENIRE (PK) RBRHEE

5.3.3.1 {EFRHERE (21T D PKE O A A MERABR =&

A Phase 1, Open-Label Study to Investigate the Pharmacokinetics and Safety
5.3.3.1.1 B8441001 of a Single Intramuscular Injection of Benzathine Benzylpenicillin in Ty AW —t 20184-8 H ~20184-10H Japan EN FNE R FFAh H
Japanese Healthy Subjects
5.33.2 BHEITHIT HPKK OHIHI A MR B &
— - MR L — - — — — — —
5.3.3.3 WIAMEZEN 2 Gt L 7o PKERBR S &
= = LR L — — — = — — —
5334 AMAMEZER Z M L 7 PKRREBR RS &
- B AR L — - — — — — —
5335 HREal—3 3 PKRBRHEE
— — ZEEE R L — — — — — — —

534 [RKRHES S (PD) WBRE &

5.3.4.1 [EEEHRERE 1T 2 PDRER & OPK/PDARER ) 1 2

— — MR L — - - - - — -

5.3.4.2 HHEIZEIT 2PDRE M OPK/PDARBRERE &

- - KRR L — — — — — — —

5.3.5 AR VLSRRG E

5.3.5.1 HIFES DIWIGAEIZ B 25 Helgt ek FEABR R A =

— - LR L — - — - — — —
5.3.5.2 xRS H

— — M ER R L — — - - — - -
5.3.5.3 AR DORABRAGE & O THENT L 7o i &

— — AU L — — — - - - T
5.3.5.4 Z DO EEKRBREEE

— — MY ERRL — — - - - — *

5.3.6 ik O AREERIZEE 9% Hih

PFIZER CONFIDENTIAL
Page 4



RN R= Y RO TF TR

112 RAEE—E

H =5 D ] ~ Ed > = -
TR 5 BEBET Y B BB RN B na | e sl
5.3.6.1 — Periodic Safety Update Report (PSUR) for Penicillin G Benzathine 77 A P—tk 20194F6 1 H ~202045 H 31 H PANES| LN E B 2% _
5.3.7 BHT — ¥ —HR M OVEHIRLH
— — LR L — — — — — —
5.4 ZE ik
iy = ] N7 YY) FRET R
11 B ST IR R & N RO, 1A Eplo |[DIERIEITAT iy B se B
o DT (20204EF5100 4001 © 20204F4 A L H BI(E) %ffﬁ " -
=108
5.4.2 — JRYWEVEZIE S < [EAR R OBRERT O Ji& HIZ S T 16437 JEA T — EW — 2% —
5.4.3 — MEEER2 I A K 201846 H15H . H A MR GIE 7 — E — 2% —
5.4.4 — PERRYEZ W - IR T A R Z A 12020. A A R YUE 7o — EH — 2E —
Geneva:World
- . . World Health
5.4.5 — WHO Guidelines for the Treatment of Treponema Pallidum (Syphilis). Oraanization — FANES] Health BE —
g ' Organization;2016.
Glbert DN, Chambers HF, Sperryville: Antimicr
5.4.6 — The Sanford guide to antimicrobial therapy 2019, 49" edition. Eliopoulos GM, et al — PANES) obial Thera{py' 2019 5% —
editors. ' '
Workowski KA, Bolan MMWR Recomm
5.4.7 — Sexually Transmitted Diseases Treatment Guidelines, 2015. GA, Centers for Disease |— P4 NES| Rep 2015;64(RR- |&% —
Control and Prevention. 03):1-137.
Janier M. Unemo M J Eur Acad Dermatol
5.4.8 — 2020 European guideline on the management of syphilis. Dupin N, et al ' — PaNEs| Venereol B —
pin, et al 2021;35(3):574-88.
Goldman L, Schafer
, . . - Al, editors.
5.4.9 — Goldman's Cecil Medicine 24th ed. 327. Syphilis. Hook EW. — FANES| Philadelphia:Saunder 5% —
5;2012.
Geneva:World
5.4.10 — WHO Handbook for Guideline Development - 2nd Edition. \(/)Vror;:gi;i?;;h — AR E Health BE —
g ' Organization;2014.
5.4.11 — Bicillin® L-A USPI. Pfizer Inc. — AN — 5% —
. . Young MM, editor.
5.4.12 — Comprehensive Biotechnology 3rd ed. 3.24 - Penicillins and Cephalosporins. ?Far0|a—Estrada C, Martin | _ P4NES| Amsterdam:Elsevier; [ —
' 2019:p.283-96.
5.4.13 — Treatment of early venereal syphilis with antibiotics. Willcox RR. — S E Br J Vener Dis > —

1962,38:109-25.

PFIZER CONFIDENTIAL
Page 5




RN R= Y RO TF TR

112 RAEE—E

R BEEOREE 4 FMzE |BEFT—FD
BT EX & v F: i E % £
MIERES BEEES ZA k) EH B ES e REBRER R (EWRAE) PGS DRl e
J Am Med Assoc
5.4.14 Current Status of Therapy in Syphilis. Thomas EW. FaNEs| 1956;162(17):1536- |&=% —
9.
In vitro culture system to determine MICs and MBCs of antimicrobial agents |Norris SJ, Edmondson Antimicrob Agents
54.15 against Treponema pallidum subsp. pallidum (Nichols strain) DG FHA Chemother % o
g P P P-P : : 1088:32(1):68-74.
- L . S . Hagdrup HK, Lange
Penicillin concentrations in serum following weekly injections of benzathine : Chemotherapy
ES % —
>4.16 penicillin G. jrann @, SecherL e P 186:32(2):99-101. |>
5417 Penicillin G benzathine: characteristic of prescription and use in community |Pedroso MC, Ceravolo S Acta Sci Health Sci - .
o pharmacy. GS, Cuman RKN, et al. 2001;23(3):661-4. |~
5418 Macrolide resistance in Treponema pallidum in the United States and Lukghfart SA, Godornes C, S N Engl J Me.d 5k .
Ireland. Molini BJ, et al. 2004;351(2):154-8.
Sex Transm Infect
5.4.19 Antimicrobial resistance in Neisseria gonorrhoeae and Treponema pallidum. |Lewis DA, Lukehart SA. FANES] 2011;87(suppl BE —
2):ii39-43.
SES = e Sop
ST B R\ 51T B AL ARRUBH DI EE NI DY F—sa | HRAHAFOTLIR
R Z =] N Zn 5 = N 72/% _
5:4.20 VBT AT A R A o] 2o, A [P 5 PH25ETA 11| 5%
5491 Serum pgmul!m G levels a}rg Iowef than expected in adults within two weeks [Broderick MP, Hansen S PLoS. One . B .
of administration of 1.2 million units. CJ, Russell KL, et al. 2011;6(10):25308.
5422 Levels of pemcﬂ!m in sgrL_m) of newborn infants after single intramuscular Klelq JO, Schaberg MJ, S J Pediatr 1973;82(6): 5 .
doses of benzathine penicillin G. Buntin M, et al. 1065-8.
5493 pllnlcal pharmacology of benzgthlne pe_n!cnlln G in neonates with regard to [Kaplan JM, McCracken S J Ped.latr . B .
its recommended use in congenital syphilis. GH Jr. 1973;82(6):1069-72.
5.4.24 Penicillin concentrations in sera and tonsils after intramuscular Peloso UC, De Souza JC, S Pediatr Infect Dis J B .
o administration of benzathine penicillin G to children. Botino MA, et al. 2003;22(12):1075-8. |~
- . . - . Ginsburg CM .
Serum penicillin concentrations after intramuscular administration of ' Pediatrics
4. . L E3 % —
54.25 benzathine penicillin G in children. McC_racken GHJr, FHE 1982;69(4):452-4. %
Zweighaft TC.
5.4.26 Clinical Pharmacology of benzathine penicillin G. Peter G, Dudley MN. Y48ES nggaj(gf;(gs[)s;i Bz —
Inh|b|t0r¥ effects of p-aml.nc.)h_lppurate and probenecid on. the renal clearance Maeda K, Tian Y, Fujita Eur J Pharm Sci.
5.4.27 of adefovir and benzylpenicillin as probe drugs for organic anion transporter T etal FANES| 2014:59:94-103 54 —
(OAT) 1 and OAT3 in humans. ‘ ' T '
i eewe |
-+ 4 (1hesyp Hendershot EF, et al. 1997:337(5):307-14. |~
Study Group.
. . - Andrade R, Rodriguez- . .
Single Dose Versus 3 Doses of Intramuscular Benzathine Penicillin for Early ’ Clin Infect Dis
54.29 Syphilis in HIV: A Randomized Clinical Trial. iar;a:las MC, Yasukawa FHE 2017;64(6):759-64. %
e
- . y Syphiis: » Prosp TC, etal. 2014:9(10):¢109667. |~
observational study.

PFIZER CONFIDENTIAL

Page 6




RN R= Y RO TF TR

112 RAEE—E

EEORR - ey Er =
TR 5 BEBET Y o BB RN B na | e sl
Syphilis in pregnancy in Tanzania. 11. The effectiveness of antenatal syphilis [Watson-Jones D, 3 Infect Dis
5.4.31 screening and single-dose benzathine penicillin treatment for the prevention |Gumodoka B, Weiss H, et S E 2002:186(7):948-57 B —
of adverse pregnancy outcomes. al. ’ ' '
. S Alexander JM, Sheffield Obstet Gynecol
5.4.32 Efficacy of treatment for syphilis in pregnancy. 35, Sanchez PJ, et al. P4 NES| 1999:93(1):5-8. 54 —
5433 Single-dose benzathine penicillin in infants at risk of congenital syphilis-- Radcliffe M, Meyer M, Si[E S Afr Med J. x .
o results of a randomised study. Roditi D, et al. ‘ 1997;87(1):62-5. ~
5.4.34 Treatment of asymptomatic congenital syphilis: benzathine versus procaine [Paryani SG, Vaughn AJ, S J Pediatr P .
o penicillin G therapy. Crosby M, et al. 1994;125(3):471-5. |~
JAMA
5.4.35 Treatment of syphilis: a systematic review. C!ement ME, Okeke NL, I EH 2014;312(18):1905- | =% —
Hicks CB. 17
5.4.36 A DY GRERIA0 T BN IR S (B514R 2020429 H B4R T) MSD#RA . 5oy — 2% —
RN DONR=2 Y B U U DEFHHAN= Y Gl U 7 420 L ‘
e ua . - TR e VA%
5.4.37 T /=2 U LG U 7 L1005 B TR SCE (128 X%Pw@ 7R ElR — B —
20204£9 1 Ei3T) o
5438 Human renal function maturation: a quantitative description using weight Rodin MM, Anderson BJ, S Pediatr Nephrol . .
o and postmenstrual age. Peters AM, et al. ) 2009;24(1):67-76. =

PFIZER CONFIDENTIAL

Page 7






